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y^t, tkw^^-r, f?ti<y v^gfi^*-? v^-rs, bm, at 

MI P 3 0, SLCHroSMTfeSCCR 7 »4 % ;tfcffc*Mai 

mmm&}t£fi.m5.fo**\z thus* &tfic*r:ifcsiuiaas« £ ^ 

«S5 SftftV* (J. Exp. Med., 189(3), 451 (1999)) „ 

MDC, TARC«(DStflst$)5CCR4ii 1 T h 2 $H&CD|I8fc> ; 5& 

25 7V hmfeJft&fr/i' (P.acnes+LPS) tC*Jl>T, ttTARCftftll 

ALT*©±* % *SitfffFlli*TNFtt, Fa s L <D3lgli;tf>±#S:W]#J U 
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%\zy y hBcJESpfcaMSLfc (J. Clin. Invest., 102, 1933 (1998)) . *fc, -r«Jr 

6 U ftliSttttSrJWIUfc (J. Immunology, 163, 403 (1999)) „ 
MCP - 1 HO^t'fcSCCR 2fi N v^D7 7^©»ffi^ 
5 ©jftPteB-^L-CVa. StMCP-l^fttt, ?y hfilTh y 1. 1 fctfltf? 

^Sr^U7t (Kidney Int., 51, 770(1997)) . 

t FM^^/^ (£TF, Hivi:i&t5„ ) «Jfc»cJ:o-CfltjBr. 
SttSS^ti&S^ffi&l* (^X (AIDS) t^fiftTV^. ) tt, 

15 «>SCD4BM4«BBa^H I V©lR5fe*S— S)*it5i, H I Vligf 

fftflE^WX^Jt-rs^ffl©^^ M^fti: IWilf, (1) ig$s 

f^llflil^ypfT- ^P£^J©18:^J:-5H i voSIW, (2) 
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P>tLTV^<5 (0611,52,631 (1985)) . C D 4#^fi 4 3 3 m<DT 5 J 

*BElC35»3a»t>5 C D 4 ^W^^H^^^ t MWtfv£ ZtiZ Zoloft ^ 

1996 fCftot, CD4^6W|.©HI V«Jfel^*>*>5H^-t — 
(Fusin) ^V^iiMIgg&^l^^fc (Science, 272, 872 (1996)) „ r 
10 07-v?y (Fusin) #^-14, * h o — -?M&&%:®J-- 1 (Stromal Derived 
Factor- 1 : S D F — 1 b B&"f" 5 0 ) <£>^:S&: ("^<Ct>^>* CXCR4T*fc5) 
^fcS^isJSIEWSftfc. SK N ^^fbatSDF-1^ T|«ia»|Rlt5fe 
(X 4 ) HI V<D$t%i$:$fm&)fcmffl1-5 E. <b t>SE9! £*X7t (Nature, 382, 829 
(1996), Nature, 382, 833 (1996)) . -ftefrh. SDF-l^HI ViD C 
15 XCR4|:^f5rci:J:ot, H I V^iftBJ!a{C^-t-SfcfeOS#75>9 

*7t|5JClSs JgUro^E-tf'i'l'SSfc-ejfctK RANTES, MIP-la, 
MI P - 1 3^*T'$,5CCR5 -T^D^r— S>*B|rH4 (R 5) H 
I V^iSSIfe-rSBR^Jffi^nS^i^aSiXfc (Science, 272, 1955(1996)) „ 
20 HeoT, HIVtCXCR4^CCR5^^5rt©X'f5t^ 
SV^fiH I V^^U* Kij&^U i7^;«)j5CXCR4^CCR 5 
-C#*vvRj|g»z$*5t>©tf: % H I VJgJtel&M & & * 

4 © T ^ = * h T 3 r t tf^ £ fc 5 (Nature Medicine, 4, 72 
25 (1998)) o 
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(A) 
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(A) 



(2) C 1~1 8T^^r^Sx 

(3) C2~1 8 7^=/VS, 
15 (4)C 2 ~ 1 8 TVi^^/l'g, 

(5) -COR 6 \ 

(6) -CONR 7A R 8A > 

(7) -COOR 9 \ 

(8) -SO 2 R 10 \ 

20 (9)-COCOOR u \ 

(lOJ-CONR'^COR 1 ", 
(ll)Cy c 1\ *fcf4 

(^(a^ayyl^^-CONR^R^^chCOOR^^dJ-OR 14 *, 
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(e)-SR ,s \ (f)-NR l6A R 17 \ (g)-N R 1 8A CO R 1 9 \ (h)-S0 2 NR 
20A R 21 \ (i)-OCOR nA , 0)-NR 23A SO 2 R 24 \ (k)-NR 25A CO 
OR 26 \ (l)-NR 27A CONR 28A R 29 \ (m)Cy c 1 \ (n)^ hS, *J<fc 
t>'(o)~N (S0 2 R 24A ) 2 ^e>tt3ft»caiff*u5 l~5fiW«*SfcJ;oTa 
5 H^C1~187;^/H, C2~18 7^=/H> £fcteC2~l 

R 6A ~R 9 \ R ,IA ~R 21 \ R 23 \ R 25A ioJ:0?R 27A ~R 29A 

(l)7k3iJfH\ 
10 (2)C l~8 7M^i> 
{3)C2~8 7;i"!r=;vS, 

(4) C 2 ~ 8 TA^^A^ 

(5) Cy c 1 % *fcfi 

(6) (a)Cy c 1, (byNn^g^ (c)-OR 30 \ (d)-SR 31 \ (e)-NR 32 
15 A R 33 \ (f)-COOR 34A , (g)-CONR 36A R 36 \ (h)- N R 3 7A C O R 3 

8 \ (i)-NR 39A SO 2 R 40 \ &£.UQ)-N (SO 2 R 40A ) 2 ^e>ft;fKiI 
rftts 1 ~5f@£>g&fiK: iotii^fcC 1 ~ 8 T J\s* /um, C 2~8 
T/U<y=./Um^ %fci$C 2~8 r/l'dr^y'US^^tJ-f it\ 
R U U 8A , R 20A <tR 21 \ R 28A <bR 29A (i-ilt^^o-C, (1)C2~67 

20 ;U*l/yS, (2)- (C2~67/^UyS) -O- (C 2 ~ 6 TVU^r U->-g) 
(3)- (C2~6 7;^l'yi) -S- (C 2~6T^dirU'>'S) * 
/ttt(4)- (C2~6 7;^l/yS) -NR l95A - (C2~6 7Ml^^S) 
-£SfrL R 195A fi % 7k*W^, C1-8 7M/H, :7^=/ug, 

*fcf±7 3i=/PS{cJ;o-Cltlft$tbfcC l-8 7/^;H^bt 0 ) , 

25 R 10 \ R 22 \ R Z4A &£XfR 26A l**:M'tim±LX, 
(1)C 1~8 7/^;H, 
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(2) C 2 ~ 8 T^-yuS, 

(3) C2~87;^=;H, 

(4) Cy c l\ &1tti 

(5) (a)Cyc 1, (bj^n^yg^, (c)-OR 30 \ (d)-SR 31 \ (e)-NR 32 
5 a r33a (f)-GOOR 34A . (g)-CONR 35A R 38 \ (h)-N R 3 7 A C O R 3 

8 \ (i)-NR 39A SO 2 R 40 \ *5«tl>*0)-N (SO 2 R 40A ) 

fftlS 1 ~5{@©@^{Cj;o-CSl^$Hyc:C 1-87/^1, C 2~8 

R 30A ~R 37A *3 < tI>- R 3 9A, 4 ^ tt ^^3 tL - c> TK^m^ Cl- 
10 8 7^^/H N Cycl A , tfcliC y c 1 A l:,fcoXli^fcC 1 - 87 

R" A i:R" A ttHeC4ot, (1)C 2~6T^=3r^^S> (2)- (C2~67 
/UdrV->-S) -O- (C2~6 7;^l'yl) (3)- (C2~67MU 
Vl) -S- (C2-67/^^yg) £7cte(4)- (C2~67;V#W 
15 ^S) -NR 196A - (C 2~6 7;^l^y» -Sr^toL (£tf s R 196A (i, 
tKHK^ 0 1- 8 7^^ 7i=;US, iotf 
mtStitzC l~8 7^;H^Sbf 0 ) , 

R 38A *=ctt>*R 40A (i^tl-ett?*5iLT, Cl-8 7/U^S, Cycl A , 
£fc{iCyc 1 A K<fco-C@&£;ftfcC l~8 7M^l^tbt, ) 
20 Cy c l A (i, C3-1 5 0M *fctt=ai5$; (l^tfcli^en) 

J^^m, *fcf4l~4fi©a[*JB( J ?-. l~3ffi<£&3tl^:te«ktf/*7cl*l 

~ 3 3-1 5I©*S, -* N *fcj4=j|S: (*6^£fc 

TtTcU Cy c i A l*i~5m<DR 51A \z£^xW.&£tiX\,^Xi>£<, 
25 R 6lA Mu 

(1)C 1~8 7^S, 
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(2) C 2~8T/^=/L-S, 

(3) C 2-8 7^=/^ 

(7) h JJ 

(8) ~ h y 

(9) 4" hS, 

(10) C yc2\ 
10 (ll)-OR S2 \ 

(12) -SR 53A , 

(13) -NR S4A R 55 \ 

(14) -COOR 56 \ 

(15) -CONR 87A R 58 \ 
15 (16)-NR 69A COR 60A , 

(17) -S0 2 NR 61A R 62A > 

(18) -OCOR 63 \ 

(19) -NR 6U S0 2 R S5A , 

(20) -NR 66A COOR 67 \ 

20 (21)-NR 68A CONR 69A R 70A N 

(22) - B (OR 71A ) 2 , 

(23) - S0 2 R 72A , 

(24) -N (S0 2 R 72A ) 2N *fcf4 

(25) (a)/ND<7 1 ^^ (b)Cy c 2\ (c)-OR 52 \ (d)-SR 53 \ (e)-NR 
25 54A R 5S \ (f)-COOR 56 \ (g)-CONR S7A R S8 \ (h)-NR 59A COR 

60 \(i)-SO 2 NR 61A R 62A x (j)-OCOR 63 \(k)-NR 64A SO 2 R 65 \ 
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(I)-NR 66A COOR 67 \ (m)-NR 68A CONR 69A R 70 \ (n)-B (OR 7 
1A ) 2> (o)-S0 2 R 72 \ fc«tt%)-N (S0 2 R 72A ) 2 frbiiM^mtftl 
■5 l~5ffl©g^S^«to-ce^$nfcC l~8T/t-af^ s C2~8 7^ 

5 (S<K R S2A ~R 62 \ R 64 \ R 66A *5j:O t R 68A ~R 7,A {i^:n- : e^iE 
LT, (l)TK^M^ (2)C 1 ~8 7/l^^g, (3)0 2^8 7/^^1, (4) 
C2~8 7/^=^S, (5)Cyc2\ tfc(4(6)C y c 2\ -OR n \ - 
COOR 74 \ -NR 7SA R 7SA i:J;otIi§tl/cCl~8 7/l'^l, C 
2-8 7/^^1, C2~8 7/^^/H^bti\ 
10 R 57A i:R 58 \ R 61A £R 62 \ R 6 9A <fc R 7 0A ri — i^HftoTv (1)C2~6 
7/Mrl^S, (2)- (C 2 — -O- (C2~6 7/^Uy 

S) (3)- (C2~67/^l/yg) -S- (C2~6 7/^L'yI) 
£fctt(4)- (C2~6 7/^UyI) -NR 197A - (C 2~6T/^drU>S) 

(S^, R 197A tt > tKHJ^T, ci~8 7/^/H, y^z^/um. 

15 ^/cfl^zc-yi^ci-oTtt&^ttfcC 1 ~ 8 7/w=¥/H^t5f„ ) ^ 

R 63 \ R 6S \ R 67A *5 < tt>*R 72A f4^- : ena3iLT > (1)C 1 ~ 8 T/U^ 
/l^£s (2)C 2 ~ 8 T/^^jum, (3)C 2 ~ 8 T/U^r (4)C yc2\ 
*fcli(5)Cyc2 A , -OR 73 \ -COOR 74 \ -N R 7 8 A R 7 6A {r «t oT 
lt$McCl~8 7/^/l'E C2~8 7/^=/^, C2~8 7/^ = 

20 /i«££r^fc> U 

(6<K R 73A ~R' 6A l«}l-fMiLT, Tk^H^ C 1-8 7M/H, 
Cyc2\ *fcflfcCy c 2 A IIj:otI^^fcC 1~ 87 7l^A-g£3cfr 
■t, ) 

Cy c 2 A liCy c 1 A t |S] CM&Ziifr-fo 
25 fcfcU Cy c 2 A f2 l~5j@<DR 77A (C e fcoTg&$*LT^Tt>J:<, 
R 77A f4, 
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(I) C 1~8 7/^S, 

5 (5) h V -7)viru * h 

(6) ^ h v ^m, 

(7) -OR 78 \ 

(8) -NR 79A R 80 \ 

(9) -COOR 81 \ 
10 (10)-SR 82 \ 

(II) -CONR a3A R 84 \ 

(12) C2~8 7/l"!r-/^ 

(13) C 2 ~ 8 T/Udf- n^S, 

(14) ^ hg, 

15 (15)C y c 6\ 

(16) -NR 181A COR 162 \ 

(17) -S0 2 NR 163A R l64 \ 

(18) -OCOR 16SA , 

(19) -NR 1S6A S0 2 R l67 \ 
20 (20)-NR 168A COOR 169 \ 

(21) -NR 170A CONR 171A R in \ 

(22) -S0 2 R 173 \ 

(23) -N (SO z R 167A ) 2 , 

(24) (a)APyylf x (b)-OR 78A , (c)-NR 79A R 80 \ (d)-COOR 81 \ 
25 (e)-SR 82 \ (f)-CONR 83A R 84 \ (g)^ hS> (h)C y c 6 \ (i)-NR 1 

61A COR 162 \ (j)-S0 2 NR 163A R ,64A , (k)-OCOR l65 \ (1)-NR 
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166A S0 2 R 167 \ (m)-NR 168A COOR 169A , (n)-N R 1 7 0A C ON R 1 
71A R l72 \ (o)-S0 2 R 173 \ *3ctt>*(p)-N (S0 2 R 167A ) z frb&M& 

8 7/^=^S, C2~8 7/l'= i f=/H4:i}?t. ) 
5 R 78A ~R 84 \ R 161A ~R ie4 \ R 166 \ R ie8A *J«ttfR ,70A 

~R 172A l«Mtii4Lt, (a)7K^»s (b)C 1 ~ 8 TVU*/^ (c)C 2 
~ 8 T/^=^S, (d)C 2 ~ 8 T/U^r^m, (e)C yc6\ (f)C y c 6 \ 
-OR 174 \ -COOR 17i \ -NR 176A R 177 \ - C O NR 1 7 8 A R 1 7 9 
A \z£-oXW:Wi&tltzC 1 ~8 T/U^/Wg. C2~8 7^=^S> C2~8 

10 7VU*=A>g£*:fr1-;i\ 

R 83A £R 84 \ R 163A tR ,64 \ R , " A iR ,72A (l-»ot, (1)C 
2~6T/UdrU^, (2)- (0 2-6 7^1/^1) -O- (C2~67^ 
dfW^S) (3)- {C2-QT;V^U^m) -S- (C2~6 7Ml/y 
£) £fc[2(4)- (C 2~6T/W^rt->'S) -NR 198A - (C2~67/U 

15 -£g*?L (£<f\ R ,98A tt, 7k^^, C1~8 7^;H, 

fr-r , ) , 

R 166 \ R 167 \ R 169A }o±tfR 173A M;ftm&&LT, (a)Cl~87 

A^A-g, (b)C2~8 7/^=/l'E (c)C 2-8 7;^-^S, (d)Cy c 6 
20 \ £fc«:(e)Cy c 6 \ -OR 1 74 \ - C OO R 1 7 5 \ -NR 1 76A R 1 77 \ 

-CONR l78A R 179A iaoTlt^ilfcC 1-8 7/^1, C 2~87 

/Utr=.;um. C2~8 7M^Mtbt. ) 

R l74A ~R l77A te^tueh4Su£ LT, (2)C1~8 7 

A-df/H, (3)Cyc6\ Sfcli(4)C y c 6 A (d < toTi^$tlfcC 1 ~8 7 
25 /L-^/USSr**?-t-^\ 

R I78A iR l79A li-i[l/j:oT, (l)C2~6 7/^uyS, (2)- (C2~ 
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6T/W3rU>g) -O- (C2~6 7^l^>I) (3)- (C2~6 7*/U 
-S- (C2~6 7^1/>'1) $7ctt(4)- (C2~677u- 
drU^g) -NR 1HA - (C2~67;^wyl) R 1 9 

5 ottJfcSixfcC 1 ~87/^SS:*t>t. ) „ 

Cyc6 A lt C3^8©|S^iIJfe(4l~4|OlfI^ l~2fll 
33 J: tf/ifctt l ~ 2 ®<D«ftHm^S:^tP 3 ~ 8 M^^^m 

fcfcU Cy c 6 A ttl~5i@OR 180A ^J:oX®^$tl-C^Tt>J:<, 
10 R 1 80A f± > 

(I) C1~8 7^;H, 

(4) h y 7/i-t0yf;H, 
15 (5) h V * h ^rv'S, 

(6>- h v ^m, 

(7) -OR 181 \ 

(8) -NR l9ZA R ,83 \ 

(9) -COOR ,84 \ 

20 (10)-SR 185 \ *7cfi 

(II) -CONR' 86A R 187A Sr«t>L 

R'"*~R>»'A (j . WiliiLTi (1)**JS|C^ S (2)C1~8T 

/U*/um, (3)7^~/um, *fcf*(4)7*=/U£fcJ:oT«ft$*L;fc:C 1 ~8 

25 R" !A iR 1!3 \ R 186A <bR 187A f4-jfi^&oT, (l)C2~6 7Muy 
(2)- (C2-6 7MV-yS) -O- (C2-67Ml/yl) - s (3) 
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- (C2~6mi'yS) -S- (C2~6 7;^l/yl) - x £7ctt(4) 

- (C2~6 7/^l'yl) -NR 20OA - (C 2~6T/U^lx^g) 

t?-r R 2O0A f4s frmm*. ci^stm^ 7x5^ y*. 

5 R 2A f±, 

(2) C i~87;^S, 

(3) C 2~8T;KJr-^S, 

(4) C2~8 7;^=/l'S s 
10 (5)-OR 90 \ 

(6) Cy c3\ 

(7) (a)^ P V^Wfr. (b)-OR 90 \ (c)-SR 9,A , (d)-NR 9 2A R 9 3 \ (e) 
-COOR 94 \ (f)-CONR 95A R 96j \ (g)-NR 97A COR 98 \ (h)- S 
O 2 NR 99A R 100 \ (i)-OCOR lol \ 0)-NR 102A SO 2 R ,03 \ (k)- 

15 NR 1C4A COOR 105 \(l)-NR 10,A CONR 107A R 108 \(ra)Cy c 3 \ 
(n)^M, &&Xf(o)-N (SO 2 R ,03A ) ^bttttl^5 1-5fi©l 
^SfCioTfS^^tLfcC 1 ~ 8 TVl^/Ug, C 2 ~ 8 TA-^/l^g^Tcf* 
C2~8 TJV*r—/vm*%k*> U 

R 90A ~R 100 \ R ,02 \ R 104A feJ;^R 106A ~R 108A (i'ett^ 

20 LT. (l)TK^M^s (2)C 1 ~ 8 T/^/U-g, (3)C 2 ~ 8 T/^-zu-g, 

(4)0 2-8 7/^^1, (5)C yc3 \ £fcte(6)Cy c 3 A K iotlfej 
itfcC 1 ~8 TVl^/vS, C2~8 7/^=/H, C 2~8 TVl^-A-gSr 

R' 5A iR 96 \ R 99A i:R 100 \ R 107A <hR 108A (i— m\^i^X, (1)C 2 
25 ~6T/UdrU>-S, (2)- (C2~67Ml'yl) -O- (C2~6 7/^ 
U'i-'K) - % (3)- (C 2~6T/UdrU^S) -S- (C 2~6 7;V^l^yS) 
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Sfctt(4)- (C 2~6T^^U^S) -NR 201A - (C2~67^U 

ym -zmfri. r 201a {4, *mm.=fs ci~8 7/^/n, 

-To ) , 

5 R 10l \ R l03A &£TjR lo5A l**:tl^timLLX,V)C l~8 7/^/H, 
(2)C2~8 7^=AS, (3)C2~8 7^-;H, •£ fcf:£(4)C y c 3 A £ 
TtttC y c 3 A (C«to-ca^^ttfcC 1-87/V^S, C2~8 7;^=;l^ 

C2~8 7/^=/wSSrIt)U 
Cy c 3 A fiCy c 1 A t m ^M^^-to 
10 fcfcU Cy c 3 A ttl~5i©R 109A iacTl^^TV^T'bi<, 

R 3A *J J:0?R 4A f4^rix^n^iz: LT N 

(2)C 1-8 7/^/VS, 
15 (3)C2~8 7;^=^1, 

(4) C2~8 7/^-/US > 

(5) -COOR l20 \ 

(6) -CONR 121A R 122 \ 

(7) Cy c4\ *fc»± 

20 (8) (a)^N n ^ygf, (b)^ f> y (c)Cyc4\ (d)- C O O R 1 2 °\ (e) 

-CONR 121A R 122 \ (f)-OR 123A , (g)-SR ,24 \ (h)-NR 12SA R> 
26 \ (i)-NR 127A COR ,28 \ (j)-SO 2 NR 129A R 130A N (k)-OCOR 
13, \ (l)-NR ,32A S0 2 R 133 \ (m)-NR l34A COOR 13S \ (n)-NR 
136A CONR 137A R 138 \ (o)-S-SR 139 \ (p)-NHC ( = NH) NH 

25 R 140 \ (q)^M, (r)-NR 145A CONR 146A COR 147 \ j3iO«(s)-N 
(S0 2 R 133A ) 2 ^^ffi#^31(m5 l-SjgOg&g^oTg&^tbfc 
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(S<K R 120A ~R 130 \ R 132 \ R 134 \ R ,36A ~R 138 \ R 14SA jo 
«fctfR 146A fi^ft^*t3<&3i:LT, (1)7K^^> (2)C 1 ~8 (3) 
5 C 2 ~ 8 T/W>r^^*, (4)C 2 ~ 8 7^^=/^, (5)C y c 4 \ * fc{J(6) 
Cyc4\ AD^ygf, -OR 148 \ -SR 149 \ -COOR 1S0 \ 3; 
fcii-NHCOR 141A ^cto-Cg^$tbfcC 1~87;^S, C2-87 
;Ufr~;um, C 2 ~ 8 TA'3 i -A'g£^:b-t-/5\ 

R 121A tR in \ R 129A tR 130 \ R 137A <!;R 138A te-m£&o-t, (1) 
10 C2~67;V^rl/>'l, (2)- (C 2-6 7/^1/^1) -O- (C2~67 
A^l^S) — , (3)- (C 2~6 7Vl'=3rl/>'g) — S- (C2~67/^U 
>S) - % *fcf±(4)- (C2~6 7/^l/yS) _ NR 2 0 2A_ (C2 — 6T 
/WdrU^S) -Sr*t5L R 20 2A tt, Tkmm*. Cl-8 7/^/H, 

7x=/i^S, 7 ^ — J; o £ tifc C l — 8 T /v*;um%:mii-f* ) > 
15 R I3I \ R ,33 \ R 135 \ R 139A *5j;t>*R ,47A {i^ttW3!feAELr N (1) 
C 1 ~ 8 T!\s*JVm, (2)C2~8 7/l-!r^/US, (3)C 2 ~ 8 7/^=/Ul, 
(4)Cyc4\ *fcli(5)Cyc4\ AP^yf^ -OR 14 ^ -SR 149 
\ -COOR 150 \ Sfc(i-NHCOR ,4,A (aotli$tvfcCl-8 
T^3vu£, C2~8 7/^-/H, C 2~8TA'3r-/Ug&i?;bU 
20 R 140A tt, TkHfJK^ -COOR H2 \ *fcfi-S0 2 R 143A £^:bU 

R 141 ~R 143 fi^tt^H3filELT, (1)C1-8 7M/HI, (2)C 2 
~8 T/Vtr^jum, (3)C 2 ~ 8 7VU=3r-/l^ (4)Cyc4\ £fc!4(5)C y 
c 4 A tC«toTgm^tbfcC l-87/l'^l, C2~8 7/^-/H, C2 

- 8 r^^^ne**fc u 

25 R l48A ~R 150A tt-?rtL-e^3iL-C, (1)*SS]S^ (2)C 1-8 7/^/H, 
(3)C2-8 7/^^S, (4)C2~8 7/^-/^ (5)C yc4 \ £fcte(6) 
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C y c 4 A t£±oT{!&£ttfcC 1~87^1, C 2~8 7/^^l, 

C 2 ~ 8 T^-A-gSr^fr U 

Cy c 4 A fiC y c 1 A t Wi l^9fc&^fc>i% 

fcfcU Cy c 4 A (il~5i@OR ,44A ^J;oTg&£*VC^-C<fe«fc<, 
R 3A ,!;R 4A «-^{C^or > 



io R 5A fi, 

(2) C 1 ~ 8 TA-^A-g, 

(3) C yc5\ *fcfi 

(4) C y c 5 A }C <fcoT{B&£*L;fcC l-8 7/^;H^bf„ 
15 (It , C y c 5 A I4C y c 1 A t ^ CMSri^t. 

fc/'U Cy c 5 A ttl~5iOR 160A (Cj;oTl^$^-C^T'{)±< > 
R 160A f4R slA i:l^i:S*^b-r„ ) ] 

T*£;h,5 r y nf-Xfo [5. 5] ^f*yM«c, ^:tvb<DV3ffli.T 1/ 
20 (WOO 1/40227 -5§v-^ 7 U-s/ h#H8) . 

JttA (B) 



R 



190A 




191A 



R 
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(B) 



[xt<K r 1b «> tibs; (i) (2) x-mzfozm-. 




G B «\ C2~4 7/^UyIJ 

5 fc{*-CO-£**?U 

A B m<iv (1)C 5-10 <D&m$. fctt=»5S#8f St* tt(2) 1~2 fiOti® 

* *aj;tf/*fcii l - 2«IOifc*JI!t^*r^tp5- l 0 *©JWR*fctt-«lA 

10 (1)C 1 - 4 T/V'dryuSx 

(3) - h y /Ug x 

(4) h y 

(5) -OR 8B S, 
15 (6)-SR 9B S, 

(7) -NR' 0B R 11B l, 

(8) -COOR' 2B l, 

(9) -CONR UB R 14B I, 

(10) -SO 2 NR 1SB R 16B S, 
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(11) -NR 17B S0 2 R 18B S, 

(12) - S (O) R 19B g, 

(13) -SO 2 R 20B g, 

(14) - N (S0 2 R 21B ) 2 m, 

5 (15)(a)-OR 8B S, (b)-NR 10B R 11B IteiO!( C )Cy c 1 B frbmiR£tlZ> 

(16)-NR 27B COR 28B M^U 

R 8B ~R i7B tt, •enfjiiSLx, (i^mm*. (2)ci~4/^n, 

(3)Cy c 1 B . (4)-OR 22B S, lftli(5)(a)-OR 22B S, (b)-NR 23B R 24 

io B m, (c)-cooR 25B &fc<fctf(d)Cy c i B ^?>ftflilim5iicSi: 

g&^frfcC l~4 7/l/^SI:fW, 

rIOB^rIIB^ Rl3B£ R 14B % R'5B iR 16B, t ^fr^L^^ £> 

ttf5-6i©^iiii^L otaru mmm^i*. ci~4 7/^ 

15 /ug^fcfiTk^ST'g&^ft-t^TtJ:^,, ) % 

R 22B ~R 25 U ^WtlftiLt, (l)7k5fSJJiW\ (2)C1~4 7;^S, 
£fcti:(3)C l~4T^=J=¥^S^gmLfcC 1 ~ 4 TV^l^fc^ 40-Td\ 
R 23B iR 24 U ^i-5«^i:-iit^^oT. l~2{@©^^*3 
£Xf/1t tcl* 1 OcO^f jB^Sr^tf 5-6 M^gt^SfStSr^fr L (fcfc* U 

20 m&mm*, c i~4r^^ws*fc(47R^s-cg^$nTv^T'bctv\ ) % 

R 18B ~R 21B I4, ^tLWffi&LT, C1~4 7;^S^U 
R 27B (±. (l)7Kl^®^s (2)C l~4T/U=5r/WS > (3)C y c 1 B Sfc(4(4)(a)- 
OR 22B S, (b)-NR 23B R 24B S, (c)-COOR 25B £*3j;TJ«(d)C y c 1 B 
^e^E^Sfm-S lflS^S^io-Cg^^^fcC l~4 7/^/vi?rf^ 
25 U 

R 28B t4, (1)C l~4T/Wdr/US, (2)Cy c 1 B £fcte(3)(a)- O R 2 2B g N (b) 
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-NR 23B R J4B S, (c)-COOR 25B S*5j;I>*(d)C y c 1 B ;6> bftjf^iitf 

Cy c 1 B (4(1)C 5~6<^^^^S*fc«(2)l~2<@O^M^*3«tt>V 
*fcf4lflOK3 l m j ?-«:^tf5~6A©^j|«*IRSr*^L (fcfeU 

R 29B I (R 29B fi, (1)*3RH^ % (2)Cl~4m/H, (3)Cy c l B £fc 
fi(4)(a)-OR 22B &, (b)-NR 23B R 24B S, (c)-COOR 25B lfcJ:0«(d) 
C y c 1 B J5^ffiS^3ifitt5— ±oTttft**t/LC 1~47/^ 

10 E B (4, -O-, -S-, -CO-$fctt-CHOH-^U 

B B »tt,(l)C 5-6 ©^*^*ai*fcfi(2)l - 2fi©t*I^*5 «fctf/*fc. 

f± i e©»*ji5t*«r^tf 5~e g.<Dmmmmm*mfr u 

15 mBJl, 0*fcM:l~4©«E»«:**r*\ ) Sr^frU 
R 2B «, 

(1) C 1~4 7/^;H, 

(2) C2~4 7^=;ul, fifcrtt 

(3) (a)-OR 30B £, (b)-NR 318 R 32B St5j;tf(c)Cyc 3 B frbmW.tSthZ 
20 lflWSfCioTBlft^nfcC 1~4 7/^S (m$>, R 30B ~R 32B fi, 

Ztl^WMiiLLX. (l)7K^m^> (2)C1~4 7^;H, (3)Cy c 3 B £fc 
li(4)Cy c 3 B \z£^>xm&£tltcC 1 ~4T A"* l,, Cy c 3 B 
tt, (1)C 5 - 6 W^^^f#* fcfi(2) 1-2 i^Ilfifio «t 1 

25 tt«*3*ttU C 1-4 7/1/3 ^r'>Sr^m$ttTV^-C 1 b«tV\ ) „ ) 

U 
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R 3B *iJ;T>*R 4B «, *tveWSk&LX „ 

(1) *^-^ 

(2) C l ~ 4 T/w#/uS, * fcfi 

(3) (a)Cy c 2 B *3«tV(b)*fift*^e)ffi«fca«Stl ( S l~2i©Siaot 

Cy c 2 B I4, (1)C 5~6(DWiSifctt(2)l~2fi(Dli^ 
*J:t>5/*fcf4 1jB©ift*IR : fS:^tp5~6ii©^lil«*SS:**>-t-o ) £ 



H 



10 




(*<K R 26B fiC 1 ~4 TALI'S* fcttCy c 2 B ^^i" 0 ) Sr^frU 
R SB fi, 7K^m«fcttC l~4 7/u=*/i'g«r^;bi- 0 ] 

h y 7 If* en [5. 5] V^rUyffimttik&Vo. ?:tiib<DW 

15 TV^S (WO02/74770^°^7^y h#f$) , 

mmm (^x mr. a ids ) tmatix^^. ) <d^®5& 



20 




(C) 



(l)^^H^F. 
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(2) C 1 ~ 1 8 TA-^/l'g, 

(3) C 2 ~ 1 8 T/V>r=.;vm, 

(4) C 2 ~ 1 8 T/U*r=./um, 

(5) -COR 6C % 

5 (6)-CONR 7C R 8C , 

(7) -COOR 9C , 

(8) -SO 2 R 10C , 

(9) -COCOOR llc \ 

(10) -CONR 12C COR l3C \ 
10 (11)C y c 1 c x ttzlt 

(12)(ay^D^>lg^ (b)-CONR 7C R 8c ,(c)-COOR 9C ,(d)-OR 14C . 
(e)-SR 15< \ (f)-NR 16C R 17( \ (g)-NR 1 8C CO R 1 9 \ (h)-S0 2 NR 2 
0C R 21C , (i)-OCOR 22C , (j)-NR 23C S0 2 R 24C , (k)-NR 2SC COOR 2 
6C , (i)-NR 27C CONR 28C R 29C \ (m)Cy cl c , (n)^ bSjo <ttf(o)-N 
15 (SO z R 2iC ) 2 frb&mcmVl&tlZ> l~5®<OS}Cj;o-Cttm^^fcC 1 
-187/^2, C2-187;^;H, SfcttC 2~ 1 8 7Vl-=^^ 

R 6C ~R 9C , R 11C ~R 2IC , R 23C \ R 25C ib'J:T>*R 27C ~R 29C {i > ^fr^ 

20 (l)*iffJlT\ 

(2) C l~8 7/^/H, 

(3) C2~8 7/^H, 

(4) C2~8 7/^=;H > 

(5) Cy c 1<\ Htzte 

25 (6)(a)Cyc 1 c , (by^n^Uj^ (c)-OR 30 <\ (d)-SR 31c , (e)-NR 32C 
R 33C ,(f)-COOR 34C ,(g)-CONR 3SC R 36C x (h)-NR 37C COR 38C , 
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(D-NR 39C SO a R 40C *iJ;tf(j)-N (SO 2 R 40C ) 2 fr(b&W:KM1RZtlZ 
1 ~ 5 momtZ «totf^$ll/c C 1 ~ 8 T/\s*c^m, C 2 ~ 8 T)\s>r-;V 

SfcfiC 2 — 8 T/^dr=/U'S^fei-*\ 
R 7C tR 8C , R 20C ,kR 21c \ R J8C i:R 2 ' c li-ft^ot, 
5 (1)C 2~6 7/^ U^S, 

(2) - (C2~6 7/^l^yl) -O- (C2~67;^l^yl) - N 

(3) - (C2~67/^UVl) -S- (C 2~6T/U*l^g) £fcfi 

(4) - (C2~6 7/^uyl) -NR 195C - (C 2 ~ 6 T fls*r ^>S) - (S 
«K R 195C tt s *#flf(^ C1~8 7;^;H, 

10 ^5Ciotllft$iifcc l ~ 8 T/u*A^ESr**>-f . ) *&fc>U 
R 10C > R 22C > R 24C *5«tO?R 26C fi^rti ; etta5tLT, 

(1) C 1~8 7/^H, 

(2) C 2~8 7/^=yUl v 

(3) C 2-87 )V*^iV^ 
15 (4)C ycl c , *fcfi 

(5) (a)Cy c 1 <\ (b^P^JJf^ (c)-OR 30C , (d)-SR 31c , (e)-NR 32C 
R 33C ,(0-COOR 34C ,(g)-CONR 3SC R 36C N (h)-NR 37C COR 38C N 

(1) -NR 39C SO 2 R 40C So«tt/a)-N (SO 2 R 40C ) 2 frh&mzMVl£tl% 
1 -5i@OStcJ;oT@^$nfcC 1~8 7^| 1 C 2 - 8 T;>Jr=./u 

20 &fzteC 2~8T/Wdr=/VS^^L, 

R ,oc ~R ,TC jSj:tJ!R , « c (i^ili4U, Cl-87^ 
Cycl c , SfcfiC y c l c |:<tctI^jlfcC 1~87/^1 

R 35c <tR 36C (t-^c^oT, 
25 (l)C2~6 7/^l/yl, 

(2) - (0 2-6 7/^^1) -O- (C2-6 7Muyl) - % 
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(3) - (C2~6 7^WyI) -S- (C 2~6T/W=¥l^g) *fcf± 

(4) - (C2-6 7;^l/yl) -NR 196C - (C2~6 7/V^Uyl) - (S 

A'»CfcoT«lft&;rtfcC l~8 7/i"lf/HI:gbt. ) &Sfc>U 
5 R 38C j3j;t)«R 40C |j;^fMiLt, C1~87/^I, C y c 1 c , 
SfcttCy c 1 c K&-oXW&£htcC l~8 7^;l/S^U 
Cycl^ C3~15©M, SfcttH^Ji: («^*fcfi^fD) 

10 I47tc) fc^L, Cyci c (ii-5i©R 51c |:j;ot 

(1) C 1 ~ 8 TJ^/^m, 

(2) C2~8 7;^-/H, 
15 (3)C2~8 7/^=;H, 

(6) h 1) 

20 (8)- h y /US, 

(10) C y c 2 C S 

(11) -OR S2C \ 

(12) -SR S3C \ 

25 (13)-NR 64C R 85< \ 
(14)-COOR 56C \ 
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(6) ^ h y /um. 

(7) -OR 78C , 

(8) -NR 79C R 80C \ 

(9) -COOR 8l< \ 
5 (10)-SR 82C . 

(11) -CONR 83C R 84< \ 

(12) C 2 — 8 T/U^-^Sx 

(13) C 2 ~ 8 

10 (15)Cy c 6 C , 

(16) -NR 161c COR 162C , 

(17) -SO z NR 163C R 164< \ 

(18) -OCOR 16S( \ 

(19) -NR 166C S0 2 R 167C \ 
15 (20)-NR 168C COOR 169C , 

(21) -NR 170C CONR 171C R 172< \ 

(22) -S0 2 R 173C , 

(23) -N (S0 2 R 167C ) 2 , 

(24) - S (O) R 173< \ 

20 (25)(a)/NP^>-m^,(b)-OR 78C , (c)-N R 7 9C R 8 0< \ (d)- C O O R 8 1 c . 
(e)-SR 82C \ (f)-CONR 83C R 84C , (g)^ (h)C y c6 c , (i)-NR 1 
61c COR 182C s (j)-S0 2 NR 163C R 164C , (k)-OCOR 165c \ (1)-N 
R 166C S0 2 R 187C x (m)-NR 188C COOR 189C \ (n)-NR ' 70C CONR 
inc R ,72C ,(o)-S0 2 R 173C , (p)-N (S0 2 R 167C ) 2 :fcJ;tf(q)-S (O) 

25 R l73C frbM&.£tl% l~5{@^S^«to-C©^$^cC l~8T/l-dr/l-£, 
C 2~8T^'ir=/L'S. C 2~8 T/Udf^/WS^fc'L, 
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R 78C — R 84< \ R 16,C ~R 164C , R 166c , R l68C *3«fcT>*R ,70C ~R l72C 
tt, ZMWS&S. LT, (a)7K^-?s (b)Cl~8 7;^S, (c)C2~8T 
yU/r^/^ N (d)C2~8 7/U= ) f-=/H, (e)Cyc6 c , (f)Cyc6 c , -OR 
174< \ -COOR l75C , -NR l76C R 177c N -CONR l78C R 179C {Cj; 
5 oTSi&^tbfcC 1 — 8 C 2 — 8 TVl-^/Ug, C2 — 8 7VU 

R 83C <bR 84C s R^3C <bR i64c > Rinc iR n 2 c tt _ gWo ^ 

(1) C2~6 7/l'=3rL'yI 1 

(2) - (C2~6 7Ml/yl) -O- (C2~67^l/yS) 

10 (3)- (C 2~6 7VU3f -S- (C 2 - 6 T/Udf U- >S) £fcfi 

(4)- (C2~6 7/^l'>'l) -NR 198C - (C 2~6T^df U-^S) - (g 
«K R ,98C fi N KmW^s C1~8 7^;H, ^Tcfcfc^^ 
^StrioTg^^tlfcC l~8 7VMr/Ug£^-fo ) &*fc>u 
R 165C . R 167C \ R 169C i3j:OtR l73 c (4 ^^^35:LT, (a)Cl~8T 

15 A-drA-g, (b)C 2 — 8 TV^-zUg, (c)C 2 - 8 7Vl^~/I^g N (d)C y c 6 
*yhf4(e)Cy c 6 c s —OR 1 74C > -COOR ,75C N -NR 1 76C R 1 77C N 
-CONR" 8c R" 9C [aotI!^^fcCl~87/^S > C2-8T 
/U<^=/Ug N C 2 — 8TyUdr-/US^feL, 

R 1 74C -R 1 77C ittfi^itmir. lt n 

20 (1)7K^J!1^, 

(2) C1~8 7^I ( 

(3) Cy c 6 C , 

(4) Cy c 6 c (CctoT|l^$4 v LfcC 1— 8T/Wdr/WS^*^i-^\ 
R i 7 sc t R • ^c f ^_^^ oT ^ 

25 (1)C2~67^^S, 

(2)- (C2~67/^l/yl) -O- (C2~6 7/^l'yi) - v 
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(3) - (C2~67;^Uyg) -S- (C 2~6 7Vl^lx-Vg) - % $fcfi 

(4) - (C 2 — 6T/U*U^m) -NR 199C - (C2-6mwyi) - (£ 

R 1 9 9C (4 > tK^JH^ C1~87/^S s 7x=/U«, t/ctt7i = 

5 Cy c 6 c fi, C 3~8«Jiiat^*||*fclil~4<Boa[*«(^ 1-2^ 
<7)g?^^*J itf/SfclJ 1 ~ 2 «©«£|SlK^«:-£tf 3-8 lOilSfg 
^^*^-T 0 fcfc'U Cy c 6 c fil~5fi<DR 180 S£j:oTflra;*;h,-t^T 

R 180C f±, 
10 (1)C l~8T/Wdr/US. 

(3) = hum, 

(4) h U / f/i^I, 

15 (6)~hV^&, 

(7) -OR' !lc , 

(8) -NR 182C R ,83c \ 

(9) -COOR ,84C , 

(10) -SR 186C \ $fcfl 

20 (ll)-CONR l86C R l87C £*fc>U 
R 1 8 ,C ~R 1 8 7C «^iX^M4^ LT, 

(1) TK^m^, 

(2) C 1 ~ 8 T/W^/Ug, 

(3) 7i=/H, 

R 182C tR ,83C , R 186C tR 187C ft-^^o-C, 
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(1) C 2~6 T/Wdf i/yl, 

(2) - (C 2~6T/'Udf-U>'S) -O- (C2~6 7;v^l/yl) 

(3) - (C 2~6T/U=¥l^g) -S- (C 2~~6T^*rU^m) - % 

(4) - (C 2~6T/U=3rU-VS) -NR 200C - (C2~6 7/^WyS) - (£ 

R 2C {4, 

(2)C 1 ~ 8 TA'^A'g, 
10 (3)0 2-87^=/^ 

(4) C2~87/^^S, 

(5) -OR S0C , 

(6) Cy c3 c , *fcf± 

(7) (a)^py^M^\ (b)-OR 90C \ (c)-SR 91c . (d)-N R 9 zc R 9 3C N (e) 
15 -COOR 94C \ (f)-CONR 9SC R 96C \ (g)— NR 97C COR 98C > (h)- S 

O 2 NR 99C R 100c . (i)-OCOR 101c , (j)-NR 102C SO 2 R 103C , (k) 
-NR 104C COOR 105C , (I)-NR 106C CONR 107C R 108C \ (m)Cy c 
3<\ (n)^r h£*S«fcT>*(o)-N (SO 2 R 103c ) ^^ttf 1-5 
fi©£tC«toT®^$nrcC 1~8 7M^I, C 2~8T^-/l'X£fc 
20 teC2~8 7A-dr=/Ug£*fcU 

R 90C ~R 100C , R 102( \ R 104C *3«tTJ«R 106C ~R I08C (i^:tt j e i ta4SEL 
T> 

(1) 7k*J®T-, 

(2) C 1~8 7^H, 
25 (3)C2~8 7;^=/H, 

(4)0 2-8 7/^-^1, 
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(5) Cy c 3<\ 

(6) Cy c 3 c t:i<fcoTg&£ftfcC 1 ~ 8 T/U^/um, C 2~8 7;^^I, 
C 2 ~ 8 T/u^c~/um^^ir^\ 

R 95C tR 96C , R 99C tR ,ooc , R ,0,c iR 108C H:-e[i^ot, 
5 (1)C2~6 7MW^ 

(2) - (C2~6 7M1/VS) -O- (C2~6 7/KUyl) 

(3) - (C2~67/^i/yl) -s- (C2~67/v^uyi) 

(4) - (C 2~6 T/UdrU-^^) -NR Z01C - (C2~6 7;^1/>S) -£ 

10 R 201 ^ *mm*. Cl~8 7;^/H, ^fcfi^^^uS 
R ioic^ Ri03C ;}3 j. a?R io 5 c {4 ^ : j 1/ ^ n3iiLT ^ 

(1) Cl~8 7MyH, 

(2) C 2 ~ 8 TA-^/l-g, 

15 (3)C 2~8 7VU=*-=/l^ £fcfi 

(4) Cy c 3 c *fc(2Cy c 3 C |C «t o tl^^tlfc C 1 ~ 8 7/l/^/H, C 2 
~8T;l'^=/WS > c 2~8TA'3r=/l'g£r^fc>U 
Cyc3fiCycli:|5? £M<%*&K>~t, 

tztdU Cy c 3 c f*l~5{®OR 109C iC c fcoTg&£*LT^T'bJ;< > 

20 R l09C i$R sic kmcMM*mt>u 

R 3 c *3 J: t>*R 4 c teZft^'timiL L X , 

(1) 7K^^^ 

(2) C 1 ~ 8 T/^lvm, 

(3) C 2~8 7;l/^/l'S, 
25 (4)C 2 ~ 8 TJ^-JUm, 

(5) -COOR U0C ) 
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(6) -CONR I21c R 122C , 

(7) Cy c 4<\ £fcfi 

(8) (a)^a^Vj®^ Q>)- b D (c)Cyc4 c , (d)— COO R 1 20C \ (e) 
-CONR l21c R 122C , (f)-OR 123C N (g)-SR ,24< \ (h)-NR 125c R 1 

5 26< \ (i)-NR 127C COR ,28C \ (j)-SO 2 NR ,29C R 130C > (k)-OCOR 
,31C , (l)-NR l32c SO z R 133c . (m)-NR ,34C COOR 13SC , (n)-N 
R 136C CONR 137C R 138C^ ( 0 )— S — S R 1 3 9 C N (p)-NHC (=NH) N 

HR I40t \ (q)^hS, (r)-NR 145C CONR H6C COR 147C JoJ:ff(s)-N 

(so 2 r i33c ) 2 frbmiR£fttci~sm<Dm\z£oxm&:£frtzc 1 ~8 

10 T/v^/uS, C2~ 8 TA-ir-A-g, tfcfic 2~8T/w=^=/'uSSr*^L> 

R 120C^, R 130C R 132C R 134C R 136C R 138C R 1 4 5 C-£- J- £j{ R 1 4 

(1) tK^T-, 

(2) C 1~8 TATA'S, 
15 (3)C2~8 7^=^S> 

(4) C 2 — 8 TA^A-g, 

(5) Cy c 4<\ *fctt 

(6) Cyc4 c v AO^yf^, -OR 148c \ -SR H8C , -COOR 1SOC V 
*fef±-NHCOR 141c {Cj;oTg^$^fcC 1~8 7;K/UE C 2-8 

20 7^=^!, C 2~8 T/ls3c~/Um$:mfr-tl)\ 

R 121c <tR 122C \ R U9C iR 130C , R l37C <tR l38C te-l&K&oT, 

(1) C2-6 7/^l/yS, 

(2) - (C2~6 7/^l/yS) -o- (C2~6 7^uyl) -> 

(3) - (C 2~6TAdrl^g) -S- (C 2~6 7/^uyS) £fcfi 
25 (4)- (C2~6 7Muy|) -NR 20 2C - (C 2 - 6 TA-3r 

mioL cs^, R 2ozc fi, Tkmm*. ci~8 7^s, 7 
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R UIC > R l33C s R 136< \ R l38C J3J:VR ,47C tt, **i>enttfi[UT, 

(1) C 1 - 8 T/l^A'S, 

(2) C 2-8 TA"$r=*«, 
5 (3)C2~8 7;^-;H, 

(4) Cy c 4<\ £fcfi 

(5) Cyc4 c > ^aV^m^, -OR 148C , -SR 149C , -COOR 150C \ 
Sfcli-NHCOR I41c i:J;oTl^§WcC C2-8 

10 R 140C (^ **jOiC^ % -COOR I4SC , £fcf2-S0 2 R l43C £^*>U 

(1) C1-8 7^;H^ 

(2) C2~8 7^^1, 

(3) C2-8 7^=^S, 
15 (4)Cy c 4<\ *fcf± 

(5)Cy c 4 c {C c toT®&£;ft#;C 1~8 7/^H, 0 2-8 7^^1, 
C2-8 7M=;l/Mgbt, 

20 (2)C1~87/^H, 

(3) C2~8 7^=/H, 

(4) C2-8 7/^-;H, 

(5) Cy c4 c , £fcfi 

(6) C y c 4 c {rJ;oTg^$tlfeC 1 ~8 7Vl^l^ C 2 ~ 8 7)Vr-jV^ 
25 C2~8 7;^;l/S^$bU 

Cy c 4 c (JCy c 1 c t P3 CM&Zmfr-f. fcfc'U Cyc 4 c fil~5«£) 
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5 (S^v R 1 " oc *5AO t R l,lc tt-tn-enSft3iL-C, R a SfcM:R 4 i:ISJ£iR«* 
R sc «, 

(2)C l~8T/U=^r/WS, 
10 (3)Cy c5 c > *fcfi 

(4)Cy c 5 c iZ^^xm^fltzCl^87/^^m^t>i- 0 

Cy c 5 c fiCy c l c ^CS9fc£3?^o fcfcU Cyc5 c fil 
~ 5 m<DR 1 6 0 c t- J: o TB&£ *LX V>T t> «t < „ 

is f/T$^i?>'>^< «b t-o© f y rf ^ fn [5. 5] tr^fx^nmit* 

J£/$5*nb*lXV^5 (WO02/74769^<^7l^j/ . 

4#fCTAK- 7 7 9dSffi*fil*l^»X*>5it3JS|a***tXV^ ( 1"$?* 
20 —JVU • • ^ X -f W-A' • ^ 5 * h y — J , f& 43 #, |§ 10 p. 2049-2063 
#88) o 



R 



190C 




191C 



R 
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TAK-779 

y s?^r $ m«*a5»i6nt*5 9 > scH-351125 a*«0fc£*tffr&4&"e*> 

5 -J . 3?45#, #14-*, p. 3143-3160 #Rg) . 
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15 iSBr«tate«. 

CCR 57^^ h*5<ttKT^X F(D|g3a^im©loT«fc 

R 5ir»i-««v^^jRflittKaiit, AW*****"?* 5£tt»V\ H I vo 
g p l 2 0 3J«l**»cttffli-5asffiftT?*5*!»t*#< sfcv^fig^ 

20 (fccn^^^— v^a ^{fc^H I V<Dg p 1 2 0 ©ItS'teBS fcVMSJS 

CCR5±ff>m2/l'~-7 , <D&&nfikm£tlX\<^ (Lee B £ (1997) J. Biol. 
Chem. 274, 961 7-26, Kuhmann, S £(1997) J. Virol. 71, 8642-8656, Ross, T ^(1997) 
25 J. Virol. 72, 1918-1924) ) 0 
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1. C C R 5 ©Slfe^&t^t 57^^ h£fcttT=f-* h (fc 

/c'U WOO 1/40227 ^7 1/? K WO02/74769^>-7Uy K WO02/74 
10 770 ^^71^-7 MrtE^ftfcfc^&cfctfSCHOSmS fil&<„ ) » 

3. 7W^-^ cfcOT&£S^ bSS, The 

15 -t££/»l£, 7 ^>¥-tt«f $ WT^^i'^l, 7W^- 

Wffcs BT^, §Ifli& x ftttHatfly Kfe 

nmk. msknmmmm, &m&mtm. mm&*m&, M.vmwm 
Bus* ft&wm. im&, Hiv®&&£vm^&ftm*£mmmfrt>miR 

(b) JBJia*/tttRS:l~l 2Eft^i-SXg, *5<fcO* 
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6. »is*fcttK*ffii£-f s®»a s , 6~i oii]T'&5irfjf5 5f2ii£©;tr&, 

7. ccr s <Dm&&&myfc'&'t v-~>?-t2>j>m-?ib 

5 (a) ccr s&&Mf&*tcte^<Dmmftkmmk&v>>*mf&£itzT.Wi, 

(b) SfflE (a) xaT'iaS![$tvyt^^!fe^^LfciMlia*fc«^<DlI 

(c) ccr 5&mmm?itc\zz<Dmmft^&i'tcmffi£frtctjiccR 5 

10 8. 0tC C R 5^^ N 45531.111 ^*5<fct>V*fcfi 45523.111 ^-C$)-5 
mfiE 7 IE^<D^fe, 

9. CCR 5 ^^,LTV^iW/iS*fef±)Kiii^±^^LTV^^^d& 

*■ aurt- 5 TOT- fc o T , 
(a) CCR 5«^iNeJS*fcrt:*©BtS^i**fb^»S:SE*fe***xa, 

15 (b) mrsa (a) j&^mztitt&miK&tobte&Lttmte&itttvm 
(c) ijBJla*yi:^40liii4>±©ccR5^cle'S•u■cv^s^b^»©l&*'*^^. ^ 

^CCR5 fcJS^LWfcV^&^OtfiCCR 5 fit«c©*S^ftSr 10 0% 
i: LfcBR©, ft^W 5 CCR5 LtV^l^C C R 5 ^i*©^ 

20 g^tij^j;o-c^w-r5xasr^-tp- tzmmt-tzmfeum, 

1 0. Jk+OCCR 5 &%&LX^5M1&±<Dl&&&>mz.1£&-fZ>fc&!&><D 

occ r 5 sr*auTv>«#nia-&tfttjia*asr^(Bn-sxm, 
25 (b) ^«$jxfc»j!a*asrai«$»n,fctficcR5*t(*:t«tti-5X3e, & 
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1 1. fcCCR 5yC#&* 45531.111 J5t#*5 J: tf/Sfcf* 45523.111 

12. C C R 5 OJt^«Mt^|frfr-r*<k^**«-* Ufc|RtWSfttt*^i-19! 
( a ) ^ t* h D (in vitro) J&tt»j£8sfc <t U CCR 5 ©|g£>*Mfcfc*g#1- 

io (b) ±is (a) |2S<^ i c 60 f*tiii c^^'^t-sfc^W^-ecD 
c c R 5 nm*BJS±o c C R 5^-g-^i^^-r5^^w^W^Srmrl5 

«?im©ccR5oiS'6'Wiitiif^5fl:^4fcoi&^r«(st±» (b) mm 

13. -<y\?hv (in vitro) ftH£SH£&tfSftH I V®14»l^?fe-Cfe5^l5 1 
21ES©#8K 

14. 7, 9, 1 0*iJ:tf/*fcttl 2ffi«&©#fefc«koT»tt£ 
20 ilfcC C R 5 WM^SfffiP^t 5^^Srt^^i L-C^W-f 

l 5. h i vmm, «3m«*^flM#fc±tV'*fctt#* 

25 16. lBllak 2 0 113, 3 B llUSfcftftB 10, IpW 
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17. tummnK Hivi^ '&%&fm^±m%m&*.x*/iiLtz\-mm 

18. 10 10, 2B1IhK 3 B llHl^fcfi^H 1EI, HP6<3^fc{4^P 

mc®$--t-z> - 1 *%fWLt-tz>c c r 5 ^^-a-gp^^^-r §r w 

1 9. >&®ft<D&i&&W\z&&-t?>T=t-x h*fcnr^?=r 
~* K 

2 0. MIBl 9ie«^>T^^ MSfcttT h££*rt-5i<t£# 

10 l»feJ:t>V*fc(if&^J, 

2i. rw^-^s, :feg^&£fcM£&;W&. rht° 

imfii, wis, ffat, sf^> itMSiy?-^ &#p, 
^m^, itikSiiM^ &mm$fcfe. mm\±*m&, Mwmm 

£ tt5^T"& 5 Bute 2 o fattens*? x tz titesm. 

20 (a) ^**>r^s««£iBaiW»*fctt*©JBiiir»t»*<b^*tttt$* 

(b) fluaSfcHIRS: 1~1 2@i!fc#t5ia *JJ:tT 

(c) mtkyxyF&Mz.. tg&Ltcmnv ^^K^-a-ft^pj^i-sxm 
25 23. ***4^%m#om&&m&K&&^zit&wzx* 
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aim, 

(b) stria (a) T.mvmM£tift&mt&®>kn&i,iti®B&*.itf£*:<Dm 

( c ) ^m^mm&ttznt<Djim^^ L^^nfc^ 
mm, 

io 25. s(ffeiiBic©rrf^^ h^fcter h©w^*£i#?Li&Wr 

S^tSl i:S:#mt-r5, niflKjWr&tt 5 C C R 5 iN£tfe£S<2 

2 7. 7, 9, 1 O^fcfil 2 IH«<D^tr i oT^^HfcC C 
20 2 8. CCR 5^t4^S^^*5J:t>*/*^«f&^J?:^Jt-r5fei6©Hil 

3 0. ccr 5ft&i±mB<D^ffi&£x$/&tcai&mM&mmi-%tcfr<Dm 

25 IE5, 7, 9, 1 0&£Xf/-£tzni Z^M^^m^ . IR^fcC 
C R 5 C03i^^4^^i-S^^<0^ffl s 

3 1. S5IB5 S 7, 9, 1 O^fettl 2|5«co^&^J;oTjl^$ti.fcCC 
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*mW\Zte^X, C C R 5 t fc^^^-f f ^©SS^SlSffi^t 

i^K^«?mM^ii < > ft o mmm-r « rami* t 

10 JMBWfcfcV^ CCR SOm^SPffit-^-rST^^rf^^ hi5£l>* 
15 ^Wtx^u^/w*^ T wu^— Wffi, fF^, 

<t v/% it t±&*mLm*±mmmm-eibz . 
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3„ ^**>r V^fri: LTiis #ijx.fi\ CCRl, CCR 2, CCR3 X 
15 CCR4, CCR6, CCR7, CCR8, CCR9, CCR10, CCR 
11, CXCR1, CXCR2, CXCR3, CXCR4, CXCR5, C 
XCR6, CX3CR, XCR l^&m? bflZo 
tilt, i^m<n^i/ y-=^^i-5^^oV^T(4, CCR5MiBS© 
CCR 5 WM^trffiV^-CbUlffi^rig-CfeS. CCR 5 

*%W<Doib, etCCR 5^Sr^V^c^^BILT«> 0iCCR5^ 

25 =r~x b&ZVtr*:*^ >%®mz1£&l,x\,'>Z>m&^ *<Dfr^U>< y£ 
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*%W<DX? y- = ^^tZ*i»tsetCCR 5gtflEt LTIt, 45531.111, 
45523.111 KPS3££*l,1\ m.&&$W.\Z&-&-i-ZT=*~X htit£\ZTy*=f^ 

3 h, 14 c, 32 p, 35 s^fcfi 1 25 1 f©7-fy h-^T?«»$nfcy 

yh^ 3 ^K7-<^ ( 125 l) £ti1ti><DX~3bZ> 0 CCR5t/cli^Wy 
§ffl£Oy^y LTtt, MIP-lo, MIP-l/l, RANTES, 
MCP-1, SDF-1, MDC, TARC, M I P - 3 a, M I P - 3 0 , 
SLC, Eotaxin, CTACK, 1-309, TECK, CCL28, I L- 
15 8, GRO, IP-10, B CA, CXCL, Fractalkine, lymphotactin 

^- *VU**K ^f"^ fc^-^ N Zf#, f- 

20 *38Wte*5V^, «Bi:tt, 4~l 4HSr*f*i-<5. 

25 iotwiftsrt^ts. 
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(1) ®&&um^^%ik&m<»m&Mm\m-rz>m$ 

CCR5 rtHtt V tfy ¥<DC C R 5 ^ft~$- Z%%&m®.<DmX\ C C R 5 T 
(#Jx.f;£, TAK-779, SCH-351125, hUTif^fa [5. 5] 

l~12Ie] N ^*L<fi, 6~10[sj\ «fcD#;£L<«, 8 0^^19 311-) 

15 SCH051125 :fcJ;tFTAK-779 {i^tt-eix I C so fil: 16.7 *3<kt)« 10.4n m o 1 / 
LSr^Lfc. w*L(C*tU (3R) -1-^/^-2, 5 - v^dr V - 3 - 
( (1 R) - 1 - t Kp^->- 1 -f* a^v'/MfvU) - 9- (4 - (4 
-#A';#3fv':7 ;n-/M-drv-) ^i^/MfvU) -1, 4, 
tfn [5. 5] (OT, i:B&IBi-5o ) *i«ttf 

20 (3R) -l-7*f;U-2, 5-Wy-3- ( (1R) -1-t Ka^r 
1 -v^ ^-vvi^ ^vu) -9- (4- (4-^f-/U7?7*;i'2lf- 
;l/7x^/Ui"^V) yi^Mf/l') -1, 4, 9- h yTlf^tfD [5. 
5] -^x*^ -Jt^it (WT\ fb^#)2 fclMB-t-S. ) l«iiWlC, 0 
«4.2*>*J;0«l.5nmo iOaM^*«Ufc« (ttfLV^Nfe 

25 #t) T?t>y ^^Kjg^ia*sb*^3Sv^**awLfc. 

( 2 ) !!*S#aMttt«lf*i-5flS'd1fc©IS*ai^»cB8i- 5&f* 
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^i-^fcfetC, CCR5 7^d^ h (mz.Cf, TAK-779, SCH-351125, 
MJTIf^fa [5. 5] V>?*lsnmm ^SiCCRS^ (45531.111 
(R&D Cat No. FAB182F, LotJG01902l) s 45523.111 (R&D Cat No. FAB 18 IF, 
5 Lot JFO 19033) Sr/BV^fc, TAK-779 fit 45531.111 £ 45523.111 pjfct 

#©CCR5^Sr»< Wf|L4i»ot, SCH-351125 ft 45523.111 fctft 
OJS-d-»±iatF Lfctf*, 45531.111 fet^^OP£#gS(i TAK-779 k WStf-ea 
^tfflt'feofe, L*»U MJTlF^lfn [5. 5] ?>x#V^#(#iJ 

10 byrif^en [5. 5] yffimm*. TAK-779, SCH-351125 £Jfc 

Ti^tfn [5. 5] P^axRfcff (#J;Ltf, ffc^fe 1 Sfcfctfc^fe 2) 

<t, ccr5±©£ ?»J£^fi*ffl^^^#s:#Asiv^5#«s:^■i-«, 

hyrif^fc°P [5.5] ^^x* TAK-779, SCH-351125 

i«t^«Jlc«rgti-5^S^SrtftWL7ti:i^ A^tf^ife 1 f±, CCR5 
iZ-tt LT TAK-779, SCH-351125 k&&#}\£ffi£T&Z.b&mZtl1t a 
±i0 3l©, hyTlf^fu [5. 5] * ^7** ^HHMfrW:, TAK-779, 
20 SCH-351125 k»*«JfcStti-« r t*T3i%i-**|S**»fc % *tlbktiv1t< 

ti&vftm&vjLftmmnmte&zik&s tffcfMss3i.ni ^45523.111 zm^^ 
it%%tx*mmisiniiL a bDT-fxt'u [5. 5] $ ^mmmt. tx* 

25 UV^#^TT«J;f?§*^y^y KIM'&fFaWftfcWU St* 45531.111 ^ 
45523.111 W^(c*M-5RaWt>J:9 3Sv>t>ro-Cife5^tSr#^^i-S 0 
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bo&mfrbs bVT-fxea [5. 5] >mmto<oftwtt*. 

45531.111 45523.111 X'MfcZtlZx. fcf :/ri»e>fc3««»CflRj£3;M\ 

if L3, ^tsrita t)CCR5|:3y7^-v 3 yfMi#u 
*|gW{c^o^^-Cfi. M^fi, tfc h V T-fx fc°o [5. 5] ^^io 

m-thtztbi^ CCR 57^^ h (#I;U*> TAK-779, SCH-35H25, 

5 0 SCH-351125 ft 14.4 n m ol/L, TAK-779 ft 55 n m o 

15 l/LK^LT, hyTlf^fo [5. 5] ? 0Jx.f*fcl^ 
felli4.3nmo 1 /LT*foofc. 1-ftfc>^ % £ t/LV^^-^T^ y K 
^-a-Pl^^MmcfttCCR 5St^ (4553l.HU 45523.111) ^/^fcfctfl^ 

20 CR 5©t>i:o©y ^fy fca^L#5H I Vl^fSM (ftH I V® 

ZV^^mfr&ftTvV tf^ Fte&mWfeVkZmjE^ 45531. ill 
45523.111 fet^^i:^e>^>— ^ (#3; U< ft 45531.11 1 fctfls) j&\ 
25 fcL< (i^fct^o^pfi^ 6 d £ J; o T ig$ £ -5 c: £: £ ^ffi t 

fc 0 
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tfftl$raig^LTV^£fc&*«Lfc„ *3BM#fe»±x CCR5OTU 
V^«{r^^b^^-Y ^tf h a (in vitro) 

10 ixtffiv^^a*L<l4±IB45531.1lltftfls«rffl^-C*^^--t-«.-€:03l$*x 
JlJIS^ttttfc^-t-s^tt^flWMi^-ct WM c c r 5 ±jc§r* sri 

a#E«S:»6-t-rt^T-#5. #Jx.fcf> 1B10, 2010, 3B10S 
fcfcMRBlEU iPW*fcli*lnWtS4t5r irSrioTfc, CCR5 

mm$. iwiiis, ^xmutm, amm**/*^ 
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&4Ste, ¥8p\ *e#, f^^m, toa^W^fciiJll 

M % fifeA— Afcfcfl, lHHCO# % 1 n g^e> 1000m g«i®It% 

io *0fcink 3 BiciEk 2Bfciig, i b i0^&*iaapa-^**u«ii\ 

fclEk 3 B (clink 2B(ci(hI % 1 B l@ft»bft|Bl#£n&£ ($f*L< 
©CCR57^^ h*iJ:V/*fclir=^=^ h &<&0gftHG0M8ffl* 

20 srskhu ep»#ofc*ortffiifflB^jw, ^iii^, nitmm 

25 
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*ittt»j&m (7t> b-*s tt& 

10 tl5 0 

15 Jftttftl (r>"/V, L-tKn^rv'/Pt>-6;UP^, ^vU 

t/up-x, ^d^^/u^ d-^^-mj mmm^v ^—j^mtuv^^ 

y /k aiy^.y b—/K v;uh-^, hWNP-^, y 

£9 is?M (&m, ^7f-^ tKP^^PtVut/up-x, t 
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a&ftMttmntts&injsmzmixmmzin,*. maris t^osfcwt* 
5 tiEk±.<Dm&to9uzmmm (vth-x. -^^^h-/K *vu=-* N 

io jjfr*/$Am s mum (^fry^^i/^*) , (t kp 

*^neyi/t^B-^, tKP^r^Pe/Mf/i't/VP-^, 
&£te.fc?) t??? 1 ^ t KpJr->/pt>t;up- 

aBftmmmmtetetoiDjjmizmcxMmztiz, mat*. x>t^ta± 
pdri/7'ptVMf/i't/i/P'-7 > y/t^^*^ y/^=7Ky-?— «) , 
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io a-* 5 r/u^^^) &£jw % mmmmm (# y ^ y =-/k 

tt, SLfldBU tm#k BLftfflU 3r##k &#£>J> 

*ftp*#ro^ft©^3W©«»fct4, m*.t£. 
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&mms <%&m. &&m, mmm. m^m^^A,x^xhx 
i*&tohzw*m%mmztix^zh<Dfrbmt£}h?> e wttf, ffi»7VP=« 
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ns 0 * y-As^(tt^^aS)5v^ttii?^r^effl$i^•rv^5t©^e>a^^^^s 0 

20 *vKjl:ffl|a>e,iSffjx5t>«)^!!!i*fctt2a£t±Srfi-g-LTfflV^e>ii,5 0 $ & 

25 tfns. 0>i^tf, iis^^s*!, mm, mmsum. a^n^it 



53 



WO 2004/054616 



PCT/JP2003/015973 



10 £^rLTVvCfc.fcl\ ^JOfStag^ft, OT&fi&HlttfMR 2,868,691 

*§-*5 J: WflS 3,095,355 -S-fcP L, < 8B*B * *IT 5 . 

#j (^vw ? 7X'<?*?*m s tfv y**<- b 8 o (£&i88t) <so , 
25 zfrb<D&mm&&to<Di?mzwcxmmztiz>c mx.&, oto^^n 
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15 ^tt^WBSA^Jfi^O^fr-ipCTiStit^tL-So 
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<Dit#)<D^>yD-}) — ^^*tv5o 

5 «*.fi» hi v«Sfe<OT'K#J:0V'*fcttfWK*l AiDSOfKJj 

mm. mnm, gjeau mmmmu ftvm&tm&^xmMiku hiv 

«Sfe © TOte «t t// * © fc » o^l&jsjsfcfe i u xm a &o \z * it 
m^J) {c#LT»t££3I#Lf;:H I V- 1 

uMrefflwctftv^ ig^teuxv^H i v- lmmmzmnLtzH i v 

#»Wte»4* ©CCR 57y^=^ h£fcf4T=*=* h t H I ViRlfeSr 

<E?**NUF*!K T'nxT-ifl&^K ^tf'f ^ttStfll (0J;ttf, CCR 
25 2fe^J N CCR3»fi0W, CCR4»Ct3W, CCR5MK CXCR4 
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I V- l<DV>??->Wmtf htl% 0 

*) , "TVl^^t^ (igjq°p& : K) , (iSp D p£ 

/V) % PMPA (jgjp n p£ :f;7t^;H (2) Hstttt3Rje«9RP3f( 

PISI©^^7f> ($!q a q£ : lf5 5a. — V) s T7t>i>y : u 

io n^yy^ y ^ (AG1549) msmifbhZo 

*f % V h^KVU (j&ftg : /-tTT) \ (^ B °p^ : 

15 tv •fj-rx/m&mtf btlZ. 

20 -la, MIP-1J, RANT ES, SDF-la, S D F — 1 0 s MC 
P-l, MCP-2, MCP-4, ^*2*c*SS (Eotaxin) , MDC^i* 

rtHtty^K©Ri»fti:fCtt, AfrW^li, aop-rantes, 

Met-SDF-la, Me t — SDF — 1 0 &&mf 
25 7-**-<yUt7"^>-«i: LTtt, ftflcpiJlrfi, Pro-140# 
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CCR 2fttiLmt LTte N Mcfc&ttats WO99/07351 WO99/40913 3\ 
WO00/46195 ^i\WO00/46196 3\ WO00/46197 -*§\ WO00/46198 #\ WO00/46199 
3\ WO00/69432 -§\ WO00/69815 fc.fi Bioorg. Med. Chem. Lett., 10, 1803 

(20oo){cte^ isfrtzfc&Vumtmf hM 0 

5 CCR 3 lo'^t^PJ t UTIJ, ^Wf-fis DE19837386 # % W099/55324 -§\ 
WO99/55330 WO00/04003 -5§\ WO00/27800 5\ WOOO/27835 #\ WO00/27843 
#\ WO00/29377 5\ WO00/31032 WO00/31033 WO00/34278 -5§% 
WO00/35449-^\WO00/35451 -^hWOOO/35452 -§\ WO00/35453 -§\WO00/35454 
WO00/35876 WO00/35877 -5§\ WO00/41685 #\ WO00/51607 
10 WO00/51608 -^\WO00/51609 # % WO00/51610 3\ WO00/53172 #\ WO00/53600 
WOOO/58305 -5§\ WO00/59497 WO00/59498 # x WO00/59502 #\ 
WO00/59503 #\ WO00/62814 -§\ WO00/73327 ^-£fcf* WO01/09088 ^HCfE 

CCR5MiLT(t MfcMML W099/17773 -i§\ WO99/32100 -5§\ 
15 WO00/06085 3\ WO00/06146 ^\ WO00/10965 3\ WO00/06153 -§\ WO00/21916 
WO00/37455 ^\EP1013276 -§\ WO00/38680 ^\WO00/39125 ^\ WO00/40239 
#\ WO00/42045 3\ WO00/53175 WO00/42852 -§\ WO00/66551 -J§\ 
WO00/66558 ^,WO00/66559 WO00/66141 -5§\WO00/68203 JP2000309598 
WO00/51607 WO00/51608 WO00/51609 #\ WO00/51610 
20 WO00/56729 -§\ WO00/59497 t§\ WO00/59498 -§\ WO00/59502 -§\ WO00/59503 
f\ WO00/76933 ^\ WO98/25605 WO99/04794 W099/38514 ^-*fc(i 
Bioorg. Med. Chem. Lett., 10, 1803 (2000)l l zmM£fafzik'&-!&>^&mfbfoZ>o 

CXCR4^gi^Ji: L--CI*, M&WaZ, AMD-3100, T-22, KRH-1120 3o 
<£ th* WO00/66112 ^UHEit £ tbfcte^^W* 6tl 5„ 
25 7a-^ 3 ypiff]iLtlt ^ftlftfcf^ T-2 0 (pentafuside) , T- 
1 2 4 9^W"b;ft5o 
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u ± <owm mm isw^t? *> o x , w « r n & k « * s ix s t © -ew: * 

5 *J\ff 9 J> : 1 0 Omg^^t/K l@20 0mg, 10 3®; 

SOOmgil, l®3 0 0mg, 1020; 

■^/i/y; 2 5~2 0 0mgllk l®125~200mg, 1020; 

-f>V\y9 : 0.375m g ~0.75m g ifeffl. 1 ® 0.75m g . 1 0 3 fal ; 

KpZ/itl*' : 15~4 0mg*7't/K l@30~40mg, 1020; 
10 7?7"^: 15 0mg^k l®150mg N 1020; 

7/<*tW: 3 0 0mgi#J, l®3 0 0mg, 10 2®; 

^lf7fy: 2 0 0 m g ftfeftU 102OOmg, 14 0 ffl 10 1®, *:<DW; 

1 0 2(5J ; 

77 1:'/^: lOOmgfill, l®400mg, 103@; 
15 177^^^: 5 0~2 0 0mg*7"t;K 106 OOmg, 10 1®; 

4 : 2 0 0 ~ 4 0 0 tf^-fc/K 1 ® 8 0 0 m g % 103®; 

!> h-^kVU : 1 0 0mg#7 P ir/K l®6 0 0mg, 10 2®; 

^V7-fttf/W: 2 5 0mg«H, l®7 5 0mg, 103®; 

■y-Jr-^tfVW : 2 O Omg^y-feyK 1® 1,200m g, 10 3®; 
20 TV^ttVH 5 0~15 0mg^k 1® 1,200m 1 0 2 ® 0 

miit. fit hCCR5 fctft:© hCCR5 ^fc^TsttRft^ttofiMFfiMi 
J£#J2) fc^f. 

25 0 2tt, -fb^l^^^^^^^itShCCRS^-g-^tt (&2£0!!5) 
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5 

thCCR5 mm®l& (hCCR5-CHO &&) ^SS^W- h «@ U igifc 
(Ham's F-12 medium/' 1 0 % F B S /Antibiotic-Anttmycotic) T? 1 B fBJ (*fc 
tt2HlW) 3 7^, 5% CO^CO^^i^-^-t^il-CliCffl 
10 V # -7 :c A- (well) £>igJ&£l&* U JMJSSr T y -fe HZ 7 7 - Yarn's F-12 
medium/0.5% BSA/20mmo 1/L HEPES) "Ci!Sfc^U T ytj 

7r-^!)x^ (weii) masbnut. #»^o«ESft{b^»Srayniu, M-c 

4 0^^a'<-'>3yLfcl PBS (lmL/weU) -CjSBflaSr8lH}* 

4 o #ihk a >ut«, 

tK^L/cPBS lmL/welir'3(H)e!fe#Lfc, 1 m o 1 / L^mt^ Y V »7 

SCH-351125 ft <fc TAK-779 fi-tft-m IC, 0 1 16.7 ft ,fcl>* 10.4 
20 nmo ( 3 R) - 1 2 , 5 y- 3 - ( ( 1 

R) -1-t |>'D*v'-l-^0's^v';Mf;l') -9- (4— (4-* 
/U^^rv-y^-yl-yj-drv') 7oc— 5vV) -1. 4, 9 - b J) 71f * 
[5. 5] * ^t** I' ■ ifilMft (it-SMi) ft<fcl>* (3R) -l-y^/u- 
2, 5-^^y-3- ( (1R) Kndrv'-l-v'^P^^ 
25 ^fvl') -9- (4- (4 -*7-tVY% S H)Vt£=./V7 3L~)Uj-*-y) 7 x. 
^/U^^/U) -1, 4, 9- HUTU** tTn [5. 5] !7 y ttlHft 
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«t&V>>2) tt*n-?f*Ll C 80 lft4.2*J«tlf 1.5nmo l/L&^Lfc <£& 
Ml 1 RVHk&y>) 2 it SCH-351125 J;t>* TAK-779 fCtt^T, it&Vd 1 
ttl^nm 4 ffiFXtfjfl 2.5 fflP, <b^4* 2 ©I^^ilfW 1 1 £ 7 fflF 

5 

5»« 2 : $t hCCR5 fet^^PI^^^ 

fc KCR5 (hCCR5-CHO ftlflS) 77^3 KM U ig-i& 

(Ham's F-12 medium/ 1 0 % F B S /Antibiotic- Antimycotic) £r.fl?V\ 3 7t> 
5%CO J ©CO^y='fa'<-^-rt-e2~3 0WJ&#L!S|feK:fl§V>fc o * 
10 £77*3J& i feJfMfc&l&*Lfc© , iD, lmmo 1/LEDTA/PBS!:* 

t'u- h^e>pin$-a:iHUKLfe 0 hur Lianas* p b s t* i m$m'&. 

PBST?S»»bT*Bja«:*rtha!ILfc. »^L±»SrK9ll»* Lfc«, 7? 
W^y7r- (0.5% FB S /Ham's F-12 medium) T?!BiBLfc, ffllS&ffiftl 
^K^lfctt^&ABx, 7k±^T-T J^a^—V a > Lfc 0 ^CFITC 
15 «BB#ihCCR5 8t# (45531.111 45532.111) *fcliFITCllWy 

**LfcPBST2|HJ8K*-U Tk^L-fcFAC S/<y7r- (2% FBS/ 
PBS) K:«Biia*S!K»Lr^LfctthCCai5 («3t3SUt) &:?o 

b* — f— (BECTON DICKINSON) ItCXfflfeLtz, 

20 fcthCCRSftft: (45531.111 *S «t t>* 45523.111) ^Cflt, <C 

**1» ffr£&2, SCH-351 125 ft J; T>* TAK-779 ©ifta*iftWLfc. 
^*v0>ffc;iMfe& 1 0/imo l/LJRJPLTyfe-fSrtfftV^, 7n-f^ h> 
-*-©*S*«:fc;* h^7AT^Lfcmill|^t 0 hCCR5 9S%HBfl& 
^©£t hCCR5 fcifr 45531.111 tf>3£-£fc:*f LT, ft-frfe 1 ft «fc XHfc&m 2 

25 ^^WBftm*^ l,1tit>K SCH-351125 ft .fctf TAK-779 tiSHtlili^ofc, 
1 , 2 ft«fcU< SCH-351125 ii 45523.111 <D^^^< mM 
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-fS^atL-C, TAK-779 f4§^PI^fc7j* LfCo W-h^)^<t , 3, ffifioffi 
f$(D hCCR5 ^f'^i-SPlSfettfi^^ 1 = te^$> 2 > SCH-351125 > 
TAK-779 Olli-e&V^ £ £ Jlttl tfc 0 

5 : h- VTVMtlstzlt&Vo 1 <£> KCCR5 ^^^5 SCH-351125 43 

<fc t>* TAK-779 ©Pfi^ffUfi 
fc hCCR 5 m^ffiUfe (hCCR5-CHO iWHS) h I'M L> ifflfc 

(Ham's F-12 medium/ 1 0 % F B S /Antibiotic-Antimycotic) 7 °C, 

5 % C O 2 <D C O 2 >f > * a. * U-CHttlCffi V ^c 0 # * * (well) 
10 Oi#ifc£|&*U JMatrTyfe-f^y^r— (Ham's F-12 medium/0.5% B 
SA/20mmo 1 /L HEPES) T*j!fe#U T y-fe>f '< y 7 r — *«S*D l>1t a 
&&%<D SCH-351125 £fcf± TAK-779 *«&flflU 3ffl*£> h U ^-MLLfc 

fls**iiWK*AajLfc. SfiT 2 «ps!^ y v 3 y ufci, imL/ 

well OJK^LTtD-P B ST^fflflS^gfe^L.Tto Imol/L NaOHt"» 
15 fcaSWU v'^l'— * (ACS D\ Amersham) ^Px.fc„ 

/^T/K^^M^^f^^v'^V-v'a y$ (TRI-CARB 2900TR, 

Perkin Elmer Life Sciences) ~QM a& U fc e 

hV^^Mit^fzit^KD^i^efKOm^Ctoi-f^ SCH-351125 *3«tl>* 

TAK-779 <0&&-g&l&j8§l£ffrftU fftB*a*ftWUfc. 
20 f- V Ltztt.&to 1 <D hCCR5 &rB^*f Ltv SCH-351125 jo «fcO< TAK-779 

hik&Hs 1 SCH-351125 *J J; IT TAK-779 tttfi-WfclSttU 1 ft 

SCH-351125, TAK-779 t :£< J*fcofc8Mfc"C»ifc < > — 5 J: 3 

25 t T V n 6 r <b ftSffcgg $ tbfco 
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: Mili:jtttSlill^l 

fc h C C R 5 (hCCR5-Ba/F3 $Bfl&) 3rfflV\ MIP-1 a HIGH'S 

3m&fT&ofc 0 tf, 2 4ft hy V* *?^/V~7\s- h<DT& (transwell 
bottom) K MIP-1 a 0.5m L&#Px:fc 0 HkiZ s 24?[h7^')i^ 

5 y^-h<D±m. (transwell insert) iC 2 mmfk<D%Lmk&ty><Dik&m 1 , 
SCH-351125 £fc{± TAK-779 L-foJPx./c„ i^T, hCCR5-Ba/F3 W 

IS 5 0 m L£ h7^^^^c^c0±^(C)!JD^/c o h 7 ? ^.j^U— h<D±. 

tc, rtl^^W^CO^y^-a^-?- (3 7U 5%C0 2 , 5%) 
10 fi-C3B#R5Iig«Lfc^ h^^^^^^^f— h<DTgPSr0.5mLCOSfc^ 
5»77- (PBS, 0.1% FBS> 2mm o 1 /L EDTA) SrfflV^TT^(C^ 
V^/uf'. Iffl/ia^cDSiJ^^ 7P-Wh^-^- (BECTON DICKINSON) 

&ffl^-crrftv\ (fscxssc) rtoftflj®!^*?^ h brt„ ^Lfc 

«^C{iM{C»Lrt^Bia^ FACS ftfWtfc<t#0^r>>- r-fcM-TSSiJ-^ 
15 (%) DMSO ^^r-P-^f'^f-rSlfl^tt^e, I C so fit 

SrUfcH L/Co 

^(Dftim, ik&tyil, SCH-351125 33 <fc Xf TAK-779 it MIP-1 a \Z £ 5 
hCCR5-Ba/F3 jWHSOiB^Srfia* U -tft^tlO I C s 0 Mit 4.3, 21.0, 55.0 n 
mo 1 /Lffcofe, 

20 1 , SCH-351125 3o <fc l>* TAK-779 fi MIP-1 a <D hCCR5 -.©Urg'Srli. 

Mt&to 1 >SCH-35 1 125 > TAK-779 ©Rgff-Cfcofc. 

HffiW 5 : T $ * Kfc rt § hCCRS ££ftMH£ 

25 t h- C C R 5 Sg^UBJ® (hCCR5-Ba/F3 #ffl8&) £ 0.1% BSA/PBSCSi 
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(cfse, mmmi a mo i/u fcsyrau 3 7°c, mitr-m^**-^- 

i/a>Ltz o 0.\% B S A/ PBS TrflfBH&Sr 2 ®i5fc?#1^ 0.5% B S A/Ham's 
F-12 medium Lfco ^» 1 Sr^ftSS* U 3 7°C, JSftTTM 

a^g^U fc^l SrhCCRS fk^VU (Vehicle) Wf4 

5 0.1% DMSO <D?*X-mm<7>m¥ : &fttl:'olt. ~7 V -<D\t-&m 1 &Bfc£1-<57itf> 
PBS T?»IJ&fc 2 IUifej£ U PBS "CSBW LfCo r. OfaflSSiSiKt: Balb/c t 
£*<omg£»«AU iJaiAftlfiil (Mt«0, 0.5. 1.5, 3, 51$ 
Pel) ^^^-^/ui^T^IKJflJ^JIR^fetRJtSsiWWWJftWWUfc. 5M» 
Jffl.fi Lymphocyte-M £fflV^T&»fr#|tfi LX PBMC SrWftlU JPHftfifltUT* 
10 JfiL&Mft#UT*ff/]&£#fc 0 »i44LfciWlJIglSrPEaa»thCCR5«:#: (2D 
7 45531.111) KT&feLfco h^-^-^T CFSE ft& 

hCCR5-Ba/F3 i^JlSSr&fcH U ^^^flS^^ Lfc P Eflftftft hCCR5 0tffc0>* 
(MeanM) ^Lfcif $OT^<t ^WLfc, 

15 Z)mean1it= ( (*f^ifSfO 45531.111 1&&#<O l §k ! j&&& mean ft) - (T-fy 

l/Yxn -/UT'^fe Lfc mean ft) 

*SM= 45531.111 ^B#0^3^Z)mean M) / (ttlfcttfsf- 

20 ©2D 7 £££-B#«:it3£Mzlmean ft) 

S^friSW* (R) = (1- ( (^*m<9«BlEtt) / (Vehicle ©JftiEtt© 
TOfc) ) ) X 1 0 0 

25 MIE§:W£W= {g^#£*n£ (R) / (oNfM© Vehicle ©g^frifr* 
^ (R) (DW-mm.) 1X10 0 
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l <D-*rVx£.&iH\iL&nZ> hCCR5 ££J$tttt&tftB*Lfc. El 2 \zM 
m&A'&O. 0.5, 1.5, 3, 5ftmzi31r}Z<k&VBl<0 hCCR5 c&W^ (%) 
Sr^ Ltz a 1 f±-e £ j^flsrttefcV'T hCCR5 {C^^ijsg^ L, jRBj!&& 

5 Am5B#r^{cioV^-Ct)6 l%(^hCCR5 ^W$<S:7^i-Cl t^^^^fCc 

, fti£|Bj (ciS o t hccR5 ±{c{k^#) i tmft-tZ £ i: ftSifcS $ ftfc. 

10 fk-g-felSrSSfcfiaOmg/kg-CjaKrtJCift-lF-U tOl 5^i(C 
CFSE 7-i^$tl7t hCCR5/BaF3 SBBflSS: Balb/c -r tCjMMKrtlCl9A LT, 
Wia»A««I^W (0, 0.5, 4, 8B^p^) &fc:t-fvl/J*3frT^JIS»*#lK 

3&>e)«j(iL*3j;afjptti*«i±j bfc 0 *«jjfa.j4 Lymphocyte-M &m^xm<b&m L 

15 iSHjaSrPEailWKhCCRSetflc (45531.111) KT&feLfc. 7B-f>f M — 
*-lCT CFSE Utt hCCR5-Ba/F3 ^MSSr&ttJ U -tOiRBja^^ Lfc P E« 
»ffihCCR5$tfc (2D 7&tM5531.111) ©*3tM« (Meanffi) tISlfc, 

20 Z3meanfil= (AMlttftO 45531.111 ^e©S*ii mean ffi) - (T^y^ 
^y=7^ ho-/uffi<D-r^^^P > [p|tixLfciSsffl<!a^PE^T-r y^^a^ 
h o -^Tfjfefi, Lfc t> OCt*aiS mean ft) 

ffl]Efi= (*tffe«#*<Z> 45531.111 *tM0$%gU&dmean tt) / (*tftK£l- 
25 <D 2 D 7 5 ^ft^Zlmean fg) 
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%®#&#m (R) = { 1 - ( (*ttMW0>*tjE«ff) / (Vehicle <DffilEm<D 
) } X 1 0 0 

^fJMMclSttSffrS^l© hCCR5 £*T*fi#A& 0.5, 4, 8 
5 Omg/k g-CttWW9 6%, 8 5%, 7 0%, 3mg/kg 

T-fi^eft 9 3%, 6 8%, 54%Tf*Srt 7>S$!§g * itfc. * fc , J* fl@ 
tiSV^Tt 3 Omg/k g©0.5, 4, 8Hffitttlftl9 6% 6 9%, 5 
4%, 3mg/k gOO.S, 4, 8 81^^9 2%, 5 5%, 3 2%C9 

hccRs mt&tonctv &mztix^zzk&mt>frbt£iit. *mm^& 

10 tfZik&miJhmffikBZltZ Omg/k g<£>0.5, 4, 8 B*ffl"T?-t*v£ft 1612, 
22, 4nmol/L t 3mg/kgO 0.5, 4, 8 B^-r^ft-ftl 3 5 2 , 
5, 1 nmo itlbOifejgt^^tj^^^S hCCR5 £ 

t$^yt^D (m vitro) <D-?'>xikm*ptfi#m : gnm*t>t\zx#>tit^ 

5, 30mg/kg© 0.5, 4 , 8 l$M"T?tt-t*b-e*ll& 10 0%, 52 %, 1 
15 3 %, 3mg/kg© 0.5, 4 , 8 BMHTfi-ttt-eK, 10 0%, 16 %, 3 % 

20 £ftfc 0 r^J;5f- : Ji^ifiL I t , -e i bgB#fflhCCR5tcM-a > U^{t5^^, 

^^g|5{Stc^-rs^^l±f^ffl^^-f §f c ^ > gnto, ^gp 

25 7:thP BMC^©H I V- 1 »0>Pl$tfMB 

t h P BMC (^^iftL^^SBja) ttH I VBEttWfitWAa^fe Ficol-Hipaque 
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&S&)iEjI'k-e^8f U 1 0 ju g/m 1 (OP HA (Phytohemagulutinin) 

T-e 3 b mmm ufc c p h Amm p b mc & i o %jk?ssr-g-tp rpmhwo 

5 7^*=*=;* MHSft*#T-C, R5-HIV-1 ft <«*.HfH I V-l BaL ^) £ 
5 M Ufc 0 7 0 MitH Lit&. W&±1teP<D HIV-lp24 ^JjflCDfl;*- Luraipulse F 
(S±^k't) fcfl§V\fcE I A8fc|£*0»|Jfcl,fc. 

^660!! 8 : CCR 5T=*=* h * fcfiT hcO^JSft 
(8-1) : t KCR5Ma«a<Di4 
10 < 8- 1 -A> : fc h-CCR Sitte^-O^gl 

t m&f cDNAIi, Marathon cDNA amplification kit (Clontech) S'/SV'-C 
f»Lf:, PCR^^v-TfeS hCCR5XbaI-Fl : 5 ' — AGCTAGTC 
TAGATCCGTTCCCCTACAAGAAACTCTCC— 3 5 (Ifl 
£|J#^-1) *3,fcr_>*hCCR5XbaI-Rl : 5' - AG C T A G T C T A G A G T G C 
15 ACAACTCTGACTGGGTCACCA— 3' ( IB 2 ) 
GenBank U54994 ©gfi^rgt Bff Lfc 0 

t hfl&aScDNASr^Mt LT, Ex Taq (Takara) SrfflV^, PCRRfi (9 
5°CT*2#— [9 5VX'3 0£!\ 6 OtT'4 5#, 72°CT'1^3 X 3 5 (Hi) 
S:fT*ofc„ lifgLfcP CRjMfc, l%7^n-^y/H^iijcii, 
20 QIAquick Gel Extraction Kit (QIAGEN) ^ffl V^TJftlS} U fflfl£&X Xbal T*#l®r 
bfCc SJBrL.fcBrtfS:* m^L^??— pEF-BOS-bsr DNA Ligation Kit Ver.2 
(Takara) fcfflV*Titi$U «IDH 5 a Lfc. dO^*? K 
pEF-BOS-bsr/hCCR5 SrfJWK U D N AK3RJ£rfl|§& Lfc. 
< 8 - 1 - B> : CHO$W3&0Dig^ 
25 CH0-dhfr(-){4, Ham's F-12 ( r> v^ifclfiLfff (1 0%) , ^~^V > (5 0U 
/ml) , ^H/^h^-yy (50mg/ml) $^T) */flV>T#|&;*f* 
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f^**^-*- (fig: 3 7°C, C0 2 II: 5%, M : 9 5%) F*JT'Jg 

1) fcaSflPU *g#Lfc 0 
<8-l-C> : CHOftte^IfiA 
5 DMRIE-C reagent (Gibco BRL) £:/iiV^, ^ * 5: K pEF-BOS-bsr/hCCR5 

< 8 - 1 - D > : CCR5 $&%ffltix 
mU< 8 - 1 -C>lCf5gJ(D^j*{cJ;oT#P>nfc^ p — Xcfctt-S t h 
10 CCR53§^M£r, yj-JrisT*— h (fluorescein 

isothiocyanate) (F I TC) ft&Mftb hCCR5fetfl£ (BD Pharmingen) KJ: 
ot^ffiU FACSort (iiiSI, ^Fy-fo^yy^i® 

LT, F I TCflfg-r?* I g G 2 a k (BD Pharmingen) Lfc 0 
15 (8-2) : CCR5£^LfcMrtCa^<a±#K>^-^*- 

<8-2-A> : CCR5Ti^ h \Z X 5«F*9C a »^©±#Sfc*Rtf 

BtflE (8-1) T'fiLfct KCR5^mCHO» 3.5X 1 0 4 
20 cells/1 0 0 n 1 /^^/ui?#SLfc 0 SB, 8 0 /i 1 /V^iV<DT y 

± 4 s< v 7 r ~ (Fura-2AM (5/iM) , Probenecid (2.5mM) , HEPES 
(2 0mM pH7.4) Ham's F- 12) CI t&xT 1 *m 3 7 °CT*1#« L/c 
100/zl Oft^y7r- (Hanks (9.8mg/m 1 ) , HEPES (2 
OmM) , probenecide (2.5mM) ^^T) T*2®gfcV\ life 1 0 0 u 1 <£>ifer£ 
25 0#£ffl#«Lfc„ 0§-*0.01, 0.03, 0.1, 0.3, 1, 

3, 10, 3 OmM) SrAtJx, 3#f£KMTP-la 3 0 nM) £8* 
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MLtZo ft^MBfJ3 OfMfrh^^f-ZfflteL. 7ft3 0®r$M1&ft 
C a M(D±#^ ; t = ^ — L^ioMrtC a Mil Fluorescence Drug Screening 
System4000 h^^^ttiJi) SrfflV^T, Ul£3ft3 4 Onm/3 8 0 n m 

5 ttfi, <k-£-y>)#1fe1mti$<D MTP-1 a 1 0 0 % <t L-C&OiUc J; 

<9 3ltttLfc 0 

7=f=*hfete (%) = (Ea/Ec) XI 00 
E c : MIP-1 a»B# (DC a 2 + -i§t4±#?-<S>&!l^ii 
10 E a : f*i^t^£MB3WC a 2+ -^±#<^ifl^flE 

7^^XH5i4 (%) = { (Ec-Ea) /Ec) XI 0 0 

E c : #9kfc&to$rg&& * Vehicle Lfc&O MEP-1 a jjfiaiW*© C a 2 + 

15 Ea : ^-fb^^^PLfc^^ MTP-la^J:5C a 2+ — i§{4±#cO« 
it 

<8-2-B> : f*l®Vk}) tf>blZ*.Z>CCR 5 7i^ r©f£ffl|fi£ 
lWfB<8-2-A>i: Hflttc Lt\ rtHity^KK±5CCR57^= 
20 * h ©fPffllftWgttfcil^fc. CCR5 F*3@tt y MIP-1 a ( 3 0 

nM) £7JPx., 3&&\Z&T=t~Xh (10nM) SrSSflDU Mff-loj^PBB 
M3 0»3S>e> 7#3 O^ttrtCaM (*>^-*vHM6) £^r-*-L 

fee 

CCR57 =f~X b (i^T'C C R 5 WjftSflSfi C a M (i^'trvUM) 
25 £±#$itfcas, CCRSWrtHtty^K-efcSMlP-loSr^feaSiDi-Sr 
£KJ:?>CCR5©JttiSft5asg- *3BfW{b^«bJcj;5iWiJ!artCa«ft (v- 
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zm&m^mmt-r s ztr^z tit?.. 

: t hCCR5lg»te (hCCR5-Ba/F3 #M&) (DM^Um 
5 (9-1) : t hCCR 53§§yWi&WW£ 
<9-l-A> : t hCCR 5 5t^T-<D^fH 

s<ii5<8-i-A>fc hccR 5mfc*<DmM^m®<D%m-£<>x?rte 

< 9 - 1 - B > : Ba/F3 JfflflS©^ 

10 B a / F 3^fla(i^:4^l (Antibiotic-Antimyotic) : VG^ 

hl) £i» ( 1 0 OU/m 1 ) , m&t* b UT'hW^d 0 0a g/m 1 ) , 
7^7*f!)'>yB (0.25/jg/ml) ) (Gibco BRL) , ^ Vfl&!£lf[L?j| (F 
BS) (1 0%) „ 4V9~-*4*rsZ (I L-3) (5ng/ml) (Pepro 
Tech, Inc) ^fR PM I - 1 6 4 O&ife (Gibco BRL) «rfflV\ Is 

15 *»^<— : 3 7°C, CO a SS : 5%, M : 9 5%) T*#gi§ 
fcbfc. ^ifte?5^£ifiei«aiHISlo«||K:»±temK:|»Mi O n g 
/m 1 5 J; 5 Kir/?* h (Kaken pharmaceutical) SrSsflP Lfc„ 

<9-l-C>:Ba/F3 iUBflS-CD^fCigA 
t FCCR 5&mR}77X 5 K (pEF-BOS-bsr/hCCR5) £ Aat n "CM-ft U 

20 iSftffc; Lfc D ffftfc * 5 K& QIA quick PCR Purification Kit (QIAGEN) 

Z^^XffiMLtzW:, \>ai$l — i/sl/ (GenePulser (BIO RAD) 9 6 
0/iF/25OV) |;J;>)Ba/F3iiWALfc„ SNBJ&te 9 6 
Wt/V"- 1000, 1 0 0,1 O cells/ 1 OOfi 1 / sL/^(D^StXWM 
4 8P$fH!3K Mil On/ml KfcS.fcM-?'^* MM S^fcS&fclL 

-f5<gf£mfflm$L?vS (hCCR5-Ba/F3 ftMS) fcttfrtfLfc. 
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<9-l-D> : CCR53§fij$#T 
h9I5< 8-1 - D>»cf3*fe©^jfefcJ;orfT*ofc 0 
(9-2) :fM&i&£mft 
CCR57^ H:»t5t hCCR 5«r*faLfcB a / F 3 m&ff>& 
5 femZm^-ft, iff x 2 4 h 7 >^ '^i/UT'l'- h ©TSl- 0.0U 0.03, 0.1, 
0.3, litMOttSMk-fr'ife (0.5m 1 /«7*/V) SrJq*., ±£fc hCCR5-Ba/F3 ft! 
US (lxio s cells/0.05m 1 /fra/iO SrApitfco ±£&T£fcfift5 £ t 
•cmktrBBMUWtt^^^a^— ^^(iBJC: 3 CO,**: 5%, 
S£ : 9 5%) rtt?3NF^-r^#3.-<— > 3 VLfc„ 

9*s?~ Y-y-ls-fjV (1X10 8 cells/0.5m 1 /*? ^^Ofr^rfi <{ 

m £»«u rtttramtt-f ^a^-^a^L/t. ±£©*mrit8is&o.s 

mLO$^>77- (^l^v^Vffllf:®^ h V V J* (EDTA) (2 
mM) % FBS (0.1%) Wmm£M*Mfo (PBS) ) &Jfl^TT 

is micm^fr, rmzmfeistzMm* facs T^-yizmi&Ltz. 

KfCOV^fc, 0.5m 1 <Dfcft'<yyT—&Mz.tz 0 *9 V?— VWzf >V%5 
£VTm<Dmm&:£. FACSort h> • x^f y^r^y 

yttM) SrjBV*T«j£U 3 OMwy- h (FSCXSSC) ^OjN0|g% 

n = 2O^fi:T'^Lfc 0 

ig^iStt (%) = (B/A) X 1 0 0 
A : Kf'^A'OjH^lt 
25 B : f**ffc^4&i^1f^:77U<B»£«[ 
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ft ^ <d «s m 

1. ccr 5 (omig-&-$Mtilz.t£-&-fz> T^z =r~x MgfcfiT=?'~* h (tz 

fcU WOO 1/40227 7 Uy h % WO02/74769 ^ 7 U y K WO02/74 

5 770t/<>7l/y hJC|B«$*Vfcffc^4*S3J:U5 SCH-351125 f4|»< . ) „ 

2. »3ftG>ttffll«a«©r h*fcf4T=^* h^ftsri 

10 

-mfm&mwet&s wis. fff^. «ttB8«y &$p, 
i»b^, *iL¥Wd«*#* &s&mutm.. mmi±*m%, 

5. CCR 5 Z fc&m 9 

( a ) ccr 5mm®m^tzte^<Dmmfttmki\i&m*fefteis^%jM, 
25 (b) nm$.it\-m*i~i 2mmft-tzjM, ^<t^ 

(c) a«fcy^KSr*p^ *fe^ufcai«y^>'Ko^a:taisi-«xs 
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6. mm&tzitm&fc&irz\B\mK e-i o\B\x*h%m&<Dmffl5?zm 

(a) ccr 5&&f®j&*izte*vmmfttmi<t&%i&mM£i£%Tte. 

(b) Dfita (a) jLux-mmziritc&mk&Mbm&LtzMmtitcnzfDm 

10 (c) CCR5*a»lia*fcfl-e«>Riii^t^Lfctll«$*tfe©tCCR5 

8. ttCCR5W, 45531.111 0tfr*5J: 45523.111 SMfc-Cfc 

15 

9. CCR 5Sr»aU-CV^5«Bja*fcf±RPl^±»C^brv^S<b^flfe© 

(a) CCR 5»»lB»*fct4*©BlHidt**ik** xa, 

(b) stria (a) xe^w«i$jxfctti(i<fc^«jij$^LfciliBia*fctt*©JBi 

20 iU#£, S$^CCR5^i:gE«$t5m *5«tt>* 

(c) i^/ia*fcttJ!iil(^'±cDCCR S^^LTV^^fb^^i^W^Sr^ -fb 
^W«CCR5 ii^LTV^i^i^CCR 5 W^i^- 10 0% 
<t UfcRKa* ^tWCCR 5^-a-UTV>5m-a-oetCCR 5^^-^ 

25 

i o. Ifl'^ J occR5^^at-cv^^iBlia±o^g|5^^^c^*-a'-t-5<b^ 
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<tt>' 

<k&fa1fi CCR 5 ^^LTW^V^^tftCCR 5^^®^*^ 1 0 
0%t Lfc^cD, ffc-g^^CCR 5 fc££L-TV^5#£-©0i;CCR 5 fciftcO 

10 1 1. fctCCR 5fct£M^ 45531.111 £tft*J <fc V/* fcf* 45523.111 0t#"C 
15 ( a ) A ■/ \f Y xa (in vitro) &ttS9^fe»Jl iOCCR5 Ojfe-g'SPttt Jt-fr-f- 

(b) ±13 (a) ga«© i c 50 tt*fcf4i c,o«[fciaa-*-*ft:*ftM'x»o 

CCR 5*^i(WJte±©CCR S^IS^SlJffi^^Sft^Ot&WtWf* 

20 (c) »*©«sffli omm<D*~9-%mzx o^stifc, 

H=^ISIOCCR 5©^gf|3fSrtC^-t-S^^©^^i:±ie (b) 
25 13. 4-y\?Yn (in vitro) i£tt»£8sas*fcH I VflH4Wje8n?*>S«Mt 
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14. »*©«H5 % 7, 9, i o*JJ:U5/*fcf4i 28B«©^fe»cJ:o 

15. ftS&jftas, Hivatat, «^ttftffi^SE«s»*JJ:V/*fctt» 

16. tft^fe^S, 10 IE, 3 0 liSfcllftB lEI, gP 

(D^mts 3l u/% it ttmam. 

17. ft&mBi>K h i vt&tk* &xmt&*&&mmi3j:v/tittttL& 
mm&mmdcfox*ib s awt wish 1 6 la*©^^ <t v/t it »m 

18. IB lis], 2B1® % 3H lEl*fctt*P 1HJ, SP«j4fcttM 
ntfjK&-§--f 6 w £ i~ 5 C C R 5 <D3$i^-a-g|5fitCijsS^i-S T 

2 0. ff*(D$Eiai 9i2^£>T=*'=* hSfcfiTv^ HHNri"* 
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urn, mb®. i^mwv nm. 
mm®, ^itnmmmm, &mmmm, mm&xm®, &wm® 

frit. fuMtom, &*e^, h i v&ikt3£xmjz.&ft&*±&&mfrhmft. 

(b) 8BflS£fctt:JIIS&l~l 2@^t5IS, *i«fctf 

(b) mc (a) xs^pasnfcttifcfk^tis^ufcjiuasfcjj^oai 
mm. 
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mm. 

2 7. m&<D$&m5, 7, 9, 1 Olfcfcte 1 2!2^^}felCj:oTjl4R$ 
15 fcttf&Sf*^. 

28. ccr 5fr&&m&<D^m&±xf/i£ittemmM*Mm-rz>izft<D 
20 29. ^**^^a*{*c^fttt**©w*j;v/*fcttfM^*taart- 

30. ccr 5fr&&m&<DT\fi&£tf/tifcizi£mw*m&-rzrzit><D 

25 IS*(D^ia5, 7, 9, 1 O&^tf/Sfctt l 2lEttO*rjfelcj:oT % aw 
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m i 



45531.111 45523.111 



SCH-351125 



TAK-779 




0u mol/L 

10 At mol/L 
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SEQUENCE LISTING 
<110> ONO PHARMACEUTICAL CO. , LTD. 

<120> Antagonist and agonist which can be combined with strong binding site 
of chemokine receptor. 

<130> ONF-4850PCT 

<150> JP 2002-363013 
<151> 2002-12-13 

<160> 2 

<170> Patentln version 3. 1 

<210> 1 

<211> 37 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> hCCR5XbaI-Fl (Forword primer) 

<400> 1 

agctagtcta gatccgttcc cctacaagaa actctcc 37 



<210> 2 

<211> 37 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> hCCR5XbaI-Rl (Revese primer) 

<400> 2 

agctagtcta gagtgcacaa ctctgactgg gtcacca 37 
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